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REORIENTATIONS 


J. McMICHAEL, M.D., F.R.C.P., 


IN HYPERTENSIVE DISORDERS* 


F.A.C.P., F.R.S. 


Professor of Medicine at the Postgraduate Medical School, London 


In a decade or more of therapeutic endeavour with 
blood-pressure-reducing agents some rewards have been 
achieved in gains of life and health, particularly in 
severe and malignant hypertension (Harington et al., 
1959). The application of these therapeutic tools has 
given opportunities for more extensive and detailed 
studies on the natural history and pathology of these 
disorders and the underlying factors in their genesis. 
I welcome this opportunity to comment on some ideas 
developing out of the growing experience of myself 
and my immediate colleagues. I appreciate that we 
are only one small group among many teams in various 
parts of the world contributing continuously to the vast 
and bewildering volume of literature on this subject. 
Two eminent British schools of thought have presented 
their experience to this College recently through Peart 
(1959) and Rosenheim (1954) in their distinguished 
Goulstonian and Oliver-Sharpey Lectures respectively. 
No doubt the comments I now present will omit many 
important facets of the subject, and perhaps some of the 
“ facts” on which my conclusions are based may prove 
to be no more than shifting sands. My only claim is that 
they represent a stage in the evolution of ideas based 
on clinical investigative experience backed by such 
experimental data as seem relevant. 


As the major therapeutic attack on hypertension has 
fallen on the autonomic system I shall begin by a brief 
review of the place of the sympathetic system in the 
control of the arterial pressure and deal subsequently 
with the problems of renal hypertension, endocrine and 
electrolyte factors, retinitis and its relationship to severe 
hypertension, atherosclerosis and hypertension, with a 
subsequent summing up. 


Regulation and Measurement of Arterial Pressure 


The arterial pressure is the resultant of two forces: 
cardiac output and peripheral resistance to blood flow. 
Sympathetic control of the arterioles has been recog- 
nized since the days of Claude Bernard, and our thinking 
was long dominated by the acceptance of arteriolar tone 
as the principal variable in pressure control. However, 
Grimson et al. (1937) found that in extensively sympa- 
thectomized dogs the fall in blood-pressure induced was 
closely correlated with depression of the cardiac output ; 
Homer Smith et al. (1939) noted that after interference 
with sympathetic outflow by spinal anaesthesia in man 
there was little evidence of decrease in peripheral 
arteriolar resistance and that the measurements suggested 


*The first of two Croonian Lectures delivered before the 
Royal College of Physicians of London on May 9 and 11, 1961. 


a depression of cardiac output due to peripheral pooling. 
Pugh and Wyndham (1950) repeated these observations 
and found that spinal anaesthesia as high as the second 
thoracic segment interfering with sympathetic tone to 
the point of dilating skin vessels and making the toes 
pink and warm produced surprisingly little evidence of 
vasodilatation elsewhere. In the recumbent position 
cardiac output fell proportionately to a modest reduction 
of arterial pressure, but on tilting the feet down the 
arterial pressure might fall profoundly along with a 
further drop of cardiac output, and indeed the patient 
might faint. Relaxation of venous tone together with 
interference with reflex baroceptor reaction to a falling 
cardiac output accounts for most of these phcnomena. 

The part played by sympathetic regulation of the 
venous tone has only gained acceptance relatively 
recently, following the earlier pioneer work of Goll- 
witzer-Meier and Bohn (1930), Fleisch (1931), and 
others: the subject was reviewed again by Sharpey- 
Schafer in his recent Oliver-Sharpey Lectures. In the 
past few years we have also seen the brilliant series of 
studies by Sarnoff and his school (1960) showing the 
role of cardiac sympathetic stimulation in improving 
the output response of the heart to any given filling 
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Fic. 1.—Neural regulation of arterial pressure. 


pressure. Thus sympathetic nervous activity may exert 
a pressor effect at a variety of points of action (Fig. 1). 


.It may contract the arterioles; it may constrict the 
_spongework of venules, squeezing more blood towards 


the central pump and thus promoting an increase in 
cardiac output; or it may enhance the contractility of 
the heart itself and increase its output without accom- 
panying change in venous filling pressure; and, of 
course, it can also increase the heart rate, with further 
improvement of cardiac performance. 
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It has become abundantly clear that pressure reduction 
by_ganglion-blocking or sympathicolytic drugs may 
result n i ilatation but also from 


depression of the cardiac output resulting from simul- 


taneous relaxation of venous and arterial tone in the 
periphery with consequent pooling. All these effects 
are enhanced by the standing position, and it is easily 
understandable that some depression of myocardial 
contractility from sympathetic paralysis could be 
involved as well (Beck, 1958). Such effects would of 
course be demonstrable only in the innervated heart, 
and claims that the isolated heart is unaffected by these 
drugs may not be relevant to the situation in the intact 
mammalian organism. 

Although our main therapeutic weapons against 
hypertension act through the autonomic system there 
has been a general disinclination to ascribe to this 
system any primary role in the genesis of hypertension. 
The early experiments of Pickering (1936) showed that 
in essential hypertension release of sympathetic tone to 
the vessels of the hand by warming the body was not 
followed by any undue increase in local blood flow to 
the hand which might have been expected from the 
high perfusion pressure if the sympathetic system 
had been primarily involved in the development 
of locally increased vascular tone. Duff (1956) also 
found no evidence of sympathetic vasoconstriction 
in the hands in the early milder stages of hyper- 
tension, describing the vasoconstriction found in the 
more severe stages as the result of reduced vascular 
calibre as the disorder progresses. Measurements of 
regional blood flow in the splanchnic area and brain 
in hypertensive subjects have usually been within normal 
limits, indicating a general and evenly spread elevation 
of vascular resistance. Brod (1960), however, claims 
that resistance to flow in skeletal muscle vessels in 
hypertensive subjects is actually low, and this is accom- 
panied by a correspondingly elevated autonomic visceral 
vasoconstrictive reaction in renal and_ splanchnic 
arterioles: the part played by imbalanced autonomic 
cardiovascular regulation cannot be neglected. 


Neurogenic Factors 
Neurogenic factors are of enormous importance in 
the actual setting of any particular pressure level and 
they are certainly responsible for the considerable 
fluctuations encountered when frequent blood-pressure 
readings are taken in normotensive and hypertensive 
States. It has long been realized that single casual 
measurements of blood-pressure are liable to substantial 
fluctuations, and Smirk (1957) has tried to take into 
account the fluctuations between basal and random 
readings. Pressures measured under basal conditions, 
he finds, are a better guide to prognosis, and the closer 
one approaches to this basal figure the less the rise of 
pressure appears .to be with age; the corollary is that 
much of the supplemental pressure responsible for 

casual high pressures is neurogenic. 


My colleague Dr. Shillingford has recently designed 
a pressure recorder which stays on the base of the finger 
quite comfortably, signalling the systolic pressure in this 
situation at intervals of five or of one and a half 
minutes according to choice. A normal resting reading 
of 120 systolic may fall to 70 during deep sleep and rise 
to 160 during the mental strain of difficult arithmetic 
or the visit of a very important person. It was, I think, 
Ayman who pointed out that an observer might alter 


the blood-pressure by the expression on his face as he 
manipulated the cuff. In Smirk’s clinic the medical staff 
do not use sphygmomanometers in their out-patient 
rooms, all pressures being taken under relaxed condi- 
tions by pleasant girl technicians who are considered to 
generate less emotion than a familiar and comforting 
doctor. The well-known “placebo” effect of the 
patient’s confidence in the mere interest, care, examina- 
tion procedures, and comforting words of his medical 
adviser can itself abate the pressure and make judgment 
of the effects of certain milder hypotensive agents 
exceedingly difficult. Ayman (1930) recognized the 
value of “ enthusiastic treatment of the worried patient,” 
which in certain instances may be just as important as 
the drugs used as adjuvants. Emotion is one of the 
most potent of all the influences increasing the cardiac 
output. My colleague Dr. John Tuckman has shown 
that amylobarbitone sedation in a hypertensive subject 
reduces the pressure almost solely by depressing cardiac 
output, the peripheral resistance remaining unchanged. 

Conversely, some of the pressor tests applied to hyper- 
tensive and normal subjects may have more cardiac than 
peripheral vascular effects. It used to be thought that 
the immersion of a limb in ice-cold water caused a more 
intense reflex vasoconstriction in hypertensive than in 
normal subjects. Boyer et al. (1960) question this and 
point out that the rise in pressure is just as often 
determined by increased cardiac output as by vaso- 
constriction. The pressor reaction is thus an integrated 
response of cardiac output and arteriolar contraction, 
either of which may dominate. In hypertensive subjects, 
however, it is possibly a little more often vasoconstric- 
tive, and in contrast to normals the reaction certainly 
lasts longer (Brod, 1960). 


In past years when surgical sympathectomy was often 
used in an effort to reduce hypertension we realized 
that the procedure failed frequently, perhaps because of 
the impossibility of eliminating all the ganglia, particu- 
larly those in the spinal roots (Boyd and Monro, 1949). 
Compensation for extensive but inevitably incomplete 
surgical sympathectomy is no doubt achieved by greater 
activity of the remaining fibres, and such sympathec- 
tomized subjects are well recognized as more sensitive 
to ganglioplegic drugs. We sometimes fail to remember 
that these drugs do not paralyse the ordinary flow of 
tonic impulses through the ganglia but rather they damp 
sustained reflex stimulation approximately in proportion 
to its intensity (Paton, 1952-3). In this manner we 
account for the postural fall of pressure when no effect 
is noted in recumbency: reflex postural vasoconstriction 
fails and hypotension parallels the postural fall in 
cardiac output. Section of the afferent buffer nerves 
from the carotid sinus in dogs unleashes excessive 
activity of the vasomotor centres, with substantial 
elevation of pressure, and such animals are also 
unusually sensitive to ganglioplegics (Page and 
McCubbin, 1951). 


Enhancement of Pressure Reduction 

We can apply this principle of damping of active 
vasoconstrictor reflexes to the interpretation of a variety 
of influences which may enhance pressure reduction in 
patients under treatment with sympathicolytic drugs. 
Reduction of blood volume is normally countered by 
increased sympathetic activity: potent diuretics such as 
chlorothiazide reduce the blood volume, and sensitivity 
to autonomic blockade is thus enhanced: sensitivity 
can be abolished by dextran infusions (Dollery et ai., 
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1959a). Hot baths, hot weather, and febrile illnesses all 
induce vasodilatation in the skin, which is normally 
balanced by increased sympathetic tone elsewhere, and 
once again under all these circumstances sensitivity to 
ganglion-blocking agents is increased. Exercise dilates 
the blood-vessels in working muscles, but this is com- 
pensated by vasoconstriction in the splanchnic area and 
elsewhere with a consequent increase in sensitivity. 


Patients under the influence of adrenergic blocking 
agents like bretylium (Taylor and Donald, 1960) or 
guanethidine (Dollery et al., 1960) may show a profound 
fall of arterial pressure during and after exercise. This 
fall of pressure is not due to failure to increase the 
cardiac output, but according to Taylor and Donald 
(1960) it is related to vasodilatation or at least lack of 
vasoconstriction in areas outside the working muscles. 
Taylor and Donald have demonstrated that vaso- 
constriction in the splanchnic area and non-working 
muscle is a normal reaction to the vasodilatation in 
exercising muscles, and this vasoconstriction is reduced 
under the influence of bretylium, especially in the non- 
working muscle mass, where it may fail altogether. 
Further study of this selective variable sensitivity of 
particular vascular areas will be of great interest and 
importance. 


The autonomic system thus plays a most important 
part in setting the level of pressure in any individual 
patient according to circumstances. We can even define 
certain hypertensions as being completely determined by 
neurogenic causes. Poliomyelitis and brain-stem neuro- 
encephalitis are unusual but well-established primary 
causes of hypertension. Ostfeld (1961) suggests that 
the poliomyelitic type may be related to the extent of 
muscle damage, In human patients with paraplegia 
from high spinal injuries the spinal cord deprived, of 
central inhibition seems to release potent reflexes 
causing gross elevation of the blood-pressure under 
such sensory stimulation as bladder distension (Cunning- 
ham et al., 1949). The stress of battle (Graham, 1945) 
or of vicient disasters such as the Texas City explosion 
(Ruskin et al., 1948) may induce hypertension for a 
limited period, but its neurogenic origin is not so clear- 
cut, since adrenal hormones may also circulate in excess 
under these circumstances. A variety of other neuro- 
logical conditions associated with hypertension have 
been collected by Mandell (1959). The data on the 
relation of hypertension to impaired perfusion of the 
hind brain (Dickinson and Thomson, 1960) have been 
received very critically (Lowe, 1961); nevertheless this 
problem requires exploration by more refined techniques. 


We should remember that Conway (1953) has empha- 
sized the very high susceptibility of elderly hypertensives 
to ganglion-blocking drugs, suggesting a strong neuro- 
genic component in this age range. Grimson (1949) 
reported the production of hypertension in 180 dogs 
by section of the vagus and carotid sinus afferents. 
Over four years of observation, with arterial pressures 
raised to 200-280 mm. Hg systolic, none of the animals 
developed a malignant phase or renal damage. Thomas 
(1944) thought that cardiac output was often augmented 
in such experiments and noted that the blood-pressure 
often fell with rest. While experimentalists prefer to 
produce renal hypertension, which has more dramatic 
consequences, these experimental neurogenic hyper- 
tensions may well bear an important relationship to 
benign and almost harmless hypertension, so common 
especially in the elderly. 


Non-neurogenic Agents 

There are, however, abundant grounds for the 
incrimination of agents other than neurogenic in the 
majority of cases of hypertension. Folkow et al. (1958), 
in Sweden, have induced the maximal possible physio- 
logical vasodilatation in the forearm by immersion in 
hot water to the point of skin-redness, and added 
vasodilating influences of muscular work and reactive 
hyperaemia. Under these circumstances there still 
remained in hypertensives a high vascular resistance as 
calculated by blood flow and local arterial pressure 
measurements. Flow resistance in their units of 
measurement were as follows: 


Essential hypertension ... ys 2.48 
Renal hypertension 2.09 


Somewhat similar results in the vessels of the great 
toe were obtained by Caliva et al. (1959) except that 
the residual high resistance after sympathetic blockade 
of the vessels was of a high order only in severe hyper- 
tensive patients with marked eye-ground changes. He 
found little measurable abnormality in mild cases. 
These findings agreed with those of Duff (1956), who 
found a reduced hand blood-flow only in severe hyper- 
tensives with diastolic pressures above 130 mm. Hg. 
While residual high resistance is clearly related to the 
non-neurogenic component of hypertension it is not 
necessary to ascribe it to an actual anatomical narrowing 
of the lumen. This would lead back to the old Gull 
and Sutton theory of arterio-capillary fibrosis as an 
anatomical cause of hypertension. It is generally 
accepted nowadays that the arteriolar obstruction in 
hypertension is of a functional rather than an anatomical 
character. 

Increased responsiveness of hypertensive hand vessels 
to adrenaline has been shown by Ginsburg and Duff 
(1958), but this may of course depend on pre-existing 
narrowing of vessels in which contraction of circum- 
ferential smooth muscle cells, by a given unit of length, 
will cause a greater increase of resistance. These 
authors claim that similar increased sensitivity of digital 
vessels to adrenaline may be induced in normal subjects 
by premedication with hydrocortisone. This does not 
mean that essential hypertension is a forme fruste of 
Cushing’s disease but that humoral rather than 
anatomical factors may be responsible for the early 
development of the hypertensive abnormality. It has 
been noted (Murray ef al., 1958) that in the stage of 


' partial relief of renal hypertension by kidney-grafting 


the arterial pressure is highly sensitive to pressor stimuli, 
and these reactions are abolished only by removal of 
the diseased kidneys of the recipient. 


Renal Hypertension 


Though more than a century has now elapsed since 
Richard Bright noted the relationship between nephritis 
and hardening of the pulse, the exact mechanism of this 
relationship still intrigues us. Substantial steps forward 
have been Tigerstedt and Bergmann’s recognition of 
renin, Goldblatt’s clipped renal artery experiment, and 
the subsequent efforts of Wilson and Byrom and of 
Pickering and their schools in this country, as well as 
the work of groups led by Page, Grollman, and the late 
Braun-Menendez abroad. The whole subject has been 
magnificently reviewed by Peart (1959) applying his 
elegant methods for the recognition of angiotensin, and 
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creating not a little consternation by his failure to 
demonstrate this substance in the renal vein in patients 
with hypertension known to be due to unilateral renal 
disease. It was with some relief that I heard the recent 
communication by Peart and Lever (1961) that renin 
has now been demonstrated in the kidney lymphatics 
of dogs with narrowed renal arteries, even though the 
amounts are small. 


Clinically a substantial advance was made when Platt 
(1948) demonstrated that in some 75% of hypertensive 
subjects under the age of 40 the hypertension was 
secondary to renal or some other definable disorder. 
Overt or, more frequently, latent pyelonephritis became 
increasingly recognized as a cause of hypertension, 
largely as a result of the studies of Longcope (1937). 
The possible vascular character of the disturbance in 
renal damage from pyelonephritis was demonstrated by 
Kincaid-Smith (1955), who showed that occlusive 
changes, often with recanalization, took place in the 
arcuate arteries within the kidney and that areas of the 
kidney in the immediate neighbourhood had undergone 
an anatomical shrinkage defined as partial infarction. 
It is of course possible that scarring in the kidney could 
also have an effect comparable to the pressor influence 
of a rigid casing round the kidney induced by the 
cellophane-wrapping technique of Page (1960). Haw- 
thorne et al. (1953) have also shown that experimental 
constriction of the renal blood-supply can induce hyper- 
tension even although there may be no reduction of 
the mean pressure beyond the constriction. Diminished 
pulsation, suggested by Kohlstaedt and Page (1940), may 
thus be an important element in the mechanism of renal 
hypertension. 

In our own studies of the natural history and 
pathology of almost 200 patients with malignant hyper- 
tension it became clear from necropsies that we had 
not infrequently overlooked cases resulting from partial 
occlusion of a renal artery and that our clinical methods 
of detection of latent pyelonephritis were inadequate. 
About the same time Hodson (1957) was demonstrating 
that careful measurement of the sizeofthe renal 
shadows often revealed inequalities in which shrinkage 
of one kidney had resulted from vascular damage or 
pyelonephritis. Influenced by his techniques of retro- 
grade catheterization of the aorta from the femoral 
artery, we have now been able to demonstrate unilateral 
renal arterial disease in a considerable number of 
patients who would have been overlooked by our older 
methods. As an indication of the practical results of 
this type of investigation, we had in Hammersmith 
Hospital between 1940 and 1957 seven patients with 
severe hypertension in whom unilateral nephrectomy 
was practicable. Since 1958 we have recognized 14 
such treatable patients out of twice that number with 
definable renal vascular insufficiency. This represents 
perhaps a twentyfold increase in positive diagnosis, 
often combined with therapeutic success. Even with 
these improvements, however, we may still overlook 
potentially treatable cases (see Case 1, Lecture 2). 

Routine aortography should always be carried out: 
(1) In hypertensive patients under the age of 40 in whom 
no other primary cause of hypertension is apparent. 
(2) When severe hypertension has suddenly developed 
in a subject previously known to be normal. (3) In 
all patients in whom the renal outlines on simple radio- 
graphic or pyelographic examination show one or other 
kidney to be significantly smaller than its neighbour. 


(4) When an audible vascular bruit is heard on ausculta- 
tion over the renal area. 

In middle age the cause of partial occlusion of the 
renal artery is usually a mural thrombus on an athero- 
matous plaque ; this aetiology may also be demonstrable 
in many of the younger patients. In other instances, 
however, particularly in younger subjects, the pathology 
of the vascular narrowing is more obscure and other 
abnormalities such as congenital aneurysms with distal 
narrowing may be found to involve a renal artery. An 
interesting consequence of narrowing of the renal artery 
is the decrease in volume and sodium content of the 
urine on the ischaemic side. This gives another method 
of recognition of an ischaemic kidney (Howard et al., 
1954), but collection of urine from two kidneys is a 
difficult technical procedure and from a practical stand- 
point aortography is probably more decisive. More 
work is required with isotope-labelled substances 
specifically excreted by the kidney for the recognition 
of inequalities of perfusion. 

Towards the end of our studies on the natural history 
of malignant hypertension (Kincaid-Smith et al., 1958) 
we became aware that some of these patients developed 
a severe potassium-losing state with accompanying 
muscular weakness. There was no evidence at necropsy 
of a primary aldosterone-secreting tumour of the 
adrenal. Dollery et al. (1959b) observed a potassium- 
losing state in patients with unilateral renal artery 
obstruction in whom removal of the offending kidney 
cured both hypertension and hypokalaemia. It is now 
considered that in such patients there is in fact an 
excessive secretion of aldosterone (Laragh, 1961). 


The work of Gross (1960) and his associates has done 
much to clarify the relationship of renin to disturbances 
of sodium and potassium metabolism (Fig. 2). They 

GOLOBLATT CLAMP 
K LOSS 
RENAL ISCHAEMIA 


DIURESIS] —> 


RENIN 
ANGIOTENSIN 
Na 
B.P.+ EXCESS ————> B.P.+ 


DCA + 


Fic. 2 (after Gross).—The interrelationships of renin, aldo- 
sterone, and electrolyte exchange. 


showed that the administration of excess sodium 
chloride or deoxycortone (D.C.A.) caused renin to 
disappear from the kidneys. Conversely, renin is 
responsible for a secondary secretion of aldosterone, 
which in turn induces a potassium-losing state. It is 
of interest to note that over 20 years ago Pickering and 
Prinzmetal (1940) noted that renin could induce a 
marked sodium diuresis in rabbits. Whether this sodium 
loss is the stimulus to aldosterone secretion, however, 
is uncertain. While the biochemical consequences of 
excess aldosterone secretion and hypertension may be 
corrected by removal of an ischaemic kidney in man, it 
is also important to remember that a similar potassium- 
losing state may also occur in malignant essential 
hypertension unrelated to unilateral renal ischaemia. 
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These electrolyte disturbances constitute strong indirect 
evidence of renin participation in malignant hyper- 
tension, although, in a gross form, they may be relatively 
infrequent. 


On the other hand, it would be unwise to deny that 
mechanisms other than a direct effect of angiotensin on 
the arterioles probably play some part in renal hyper- 
tension, and it is certainly doubtful whether the amount 
of renin or angiotensin formed is adequate to maintain 
hypertension by its vascular action alone. Kolff (1957) 
suggests that small amounts of angiotensin, inadequate 
to raise blood-pressure directly, may interfere with a 
pressure-reducing function of normal kidney tissue. 
The successful transplantation of a normal kidney into 
an identical twin with renal hypertension led to a 
temporary fall of blood-pressure, but the pressure soon 
rose again, and removal of the diseased kidneys was 
necessary to achieve a sustained reduction of pressure: 
this seems to be the usual pattern (Murray et al., 1958). 
In a similar transplantation case, however, Hume (1958) 
achieved no pressure-reduction until the diseased 
kidneys were removed. In both dog and rabbit renal 
ischaemia does not produce hypertension unless the 
opposite healthy kidney is removed. Braun-Menendez 
(1958) suggested that reduction of functional renal mass 
was an important factor stimulating the formation of 
renotrophin, a growth hormone of (7?) pituitary origin, 
and he claimed that hypophysectomy reduced or 
prevented Goldblatt hypertension. 


The recent elegant experiments of Cook and Pickering 
(1959) showing the location of renin in the area of the 
juxtoglomerular apparatus and the macula densa has 
focused attention on the changes in this situation. The 
close proximity of these tissues to the convoluted tubules 
has led Gross (1960) to suggest that renin may have an 
important local function in relation to electrolyte 
exchange. In experimental “ Goldblatt” animals the 
juxtaglomerular cells undergo increased granulation on 
the ischaemic side (Tobian et al., 1959). 


My colleague Dr. Everson Pearse has shown in rats 
that the Goldblatt experiment leads to a marked increase 
in glucose-6-phosphate dehydrogenase (G.P.D.) granula- 
tion in the macula densa on the ischaemic side with 
depletion on the untouched side, the significance of the 
change in concentration of this enzyme being as yet 
uncertain. Interestingly enough, the same change of 
decreased G.P.D. granulation also occurs in the salivary 
duct cells in Goldblatt rats (Gross, 1960). The whole 
physiological relationship of these important cells to 


hypertensive disease remains to be more fully elaborated. 


In cases of human Goldblatt kidney with renal artery 
stenosis, and even where nephrectomy has led to cure, 
this granulation phenomenon has not yet been demon- 
strable. Acute and chronic experiments often differ. 
The importance of species difference, too, is brought 
out by the frequent therapeutic success of removal of 
ischaemic human kidneys after many years of hyper- 
tensive disease as contrasted with some animal experi- 
ments which have suggested that after a few weeks of 
renal ischaemia the hypertension induced may become 
irreversible. 

There are many other facets of renal hypertension 
which remain perplexing. Peart (1959) points out a 
strong association of hypertension with glomerular renal 
lesions and its absence in anuric tubular necrosis. Until 
the final uraemic stages, however, glomerular nephritis, 
acute or chronic, is often unaccompanied by any very 


dramatic degree of hypertension—for example, 160/100 
—and, conversely, patients with anuric tubular necrosis 
not infrequently get moderate rises of arterial pressure 
of the same order. “ Renoprival” hypertension, as it 
was called by Ledingham (1954), is a well-established 
clinical and experimental entity. In anuric patients at 
least the problem of maintaining an accurate fluid and 
electrolyte balance is such that water and salt retention 
could not be denied as contributory in producing some 
of these hypertensive reactions. It is also worth remem- 
bering that the kidney in acute tubular necrosis is far 
more severely ischaemic than the kidney with a moderate 
degree of obstruction to the main renal artery. 


Goldblatt (1958) claims that in the early acute phase 
of clipped kidney hypertension the blood-pressure is 
singularly resistant to ganglioplegic agents, a point which 
also emerges from the work of Laverty and Smith 
(1961). Acute nephritic hypertension (Rosenheim, 
1951) is very resistant to ganglion-blocking drugs, an 
observation which I can personally confirm, although 
very high dosage of hexamethonium will often succeed 
in reducing pressure. This observation, however, is in 
contrast with some earlier work of Pickering (1936) 
and of Arnott and Matthew (1939), who showed that 
relaxation of the skin blood-vessels by warming the body 
was accompanied by a substantially increased hand 
blood-flow in patients with acute nephritis, suggesting 
a significant neurogenic component in this disorder. 
Salt and water retention in acute nephritis may intro- 
duce factors in the genesis of the hypertension quite 
different from those involved in any renin-angiotensin 
vasoconstrictor effect. 


Endocrine and Electrolyte Factors 


The realization that the treatment of Addison’s disease 
with D.C.A. and salt could overstep the physiological 
limit and induce hypertension was documented by Loeb 
(1940).. Continuous excessive administration of salt has 
also been shown to induce hypertension (Meneely, 1954), 
while Ross (1956) found an increase in total exchange- 
able body sodium which was most conspicuous in 
severely hypertensive patients. Verney and Vogt (1938) 
found that the administration of salt aggravated experi- 
mental Goldblatt hypertension in dogs. Conversely, 
sodium restriction, such as a therapeutic rice diet, could 
exert a beneficial influence on the course of severe 
hypertension. While it is also true that adrenalectomy 
can reduce a pathologically elevated blood-pressure it 
does so only by inducing manifestations of Addison’s 
disease. The adrenals are thus not involved in the 
production of hypertension, although their presence is 
necessary for hypertension to develop. Cottier et al. 
(1958) have shown that although there is an increased 
excretion of sodium by the kidneys in hypertension this 
is in fact dependent on the elevated blood-pressure, as 
it disappears with hypotensive treatment. While the 
level of exchangeable body sodium may be increased 
in certain instances, the abnormality of sodium excretion 
is probably secondary to elevated vascular pressure in 
the kidney, and it has nothing to do with the genesis of 
hypertension. 

The administration of D.C.A. and salt to normal 
subjects if continued long enough can induce oedema, 
water retention, elevated venous pressure, and a 
moderate rise in arterial pressure, a condition closely 
simulating the circulatory phenomena of acute nephritis. 
The moderate elevation of arterial pressure in acute 
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nephritis may in fact be more closely related to water 
and salt retention than to renin secretion. 


The relationship of aldosterone to sodium balance 
in response to the formation of renin or angiotensin 
has been discussed. The administration of renin causes 
an increase in the width of the zona glomerulosa layer 
of the adrenal gland, and this is one of the bits of 
evidence in favour of this site of formation of aldo- 
sterone. Conn’s syndrome of primary aldosteronism 
is usually associated with moderate hypertension, which 
is reduced by removal of the tumour: the associated 
potassium loss can also induce tubular damage and 
pyelonephritis (Milne et al., 1957) with other con- 
sequences on the blood-pressure. The obviously treat- 


able hypertension of phaeochromocytoma we can regard 
as a partially solved problem. The careful work of 
von Euler (1956) has shown quite clearly that in the vast 
majority of essential hypertensives there is no excess 
excretion of noradrenaline. The distribution of vaso- 
constriction under the influence of noradrenaline is also 
entirely different from that seen in essential hypertension 
or induced by angiotensin. While cortisone by itself 
may not induce hypertension, in Cushing’s syndrome 
some other unidentified intermediary steroid may be 
responsible (Grob, 1960): pressure often subsides slowly 
over a few months after adrenalectomy. 


{The second lecture, together with a list of references, 
will appear in our next issue.] 
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In 1958 Katz, Medearis, and Enders showed that the 
Edmonston strain of measles virus adapted to chick- 
embryo-tissue cultures was considerably attenuated for 
both monkeys and man. Live virus vaccines for trials 
in the United States were prepared by them (Enders 
et al., 1960) and by other workers from the same strain 
(Stokes et al., 1960; Schwarz et al., 1960). 


The studies reported here were undertaken to deter- 
mine the degree of attenuation shown by four batches 
of measles vaccine derived from different sublines of 
the Edmonston strain. Two of these batches were 
prepared at these laboratories and the other two in the 
United States. The preparation and testing of the 
vaccines is described in this paper; Parts II and III 
describe the clinical and antibody responses of children 
in clinical trials in England and Nigeria. 


Materials and Methods 

Strains of Virus——The passage history of the four 
vaccine strains is summarized in Table I. The early 
passages of all four were done by Enders et al. (1960). 
The 3C subline was started from the fourteenth-chick- 
embryo-tissue-culture passage received from Dr. S. L. 
Katz. The fifteenth to thirty-first chick-tissue-culture 
passages were made in these laboratories. From the 
eighteenth passage onwards the incubation temperature 
was lowered to 32° C. Passages 27 and 28 were made 
at limit dilution. The 4A subline corresponds closely 
to vaccine B of Enders et al. ; the final three chick-tissue- 
culture passages were made in these laboratories, starting 
from material received from Dr. S. L. Katz. The 
subline for vaccine 8 had been passaged 39 times in 


TABLE 1.—Passage History of Vaccine Strains 


Early Passages Vaccine Additional Passages 
Edmonston strain: 3c 17 in chick-embryo-tissue cultures at 37° C. 
+ in cultures 
- in embryonated eggs 
28 inhuman amnion| 4A 1 in chick-embryo-tissue cultures at 37° C. 
+ 3 os ” SAC. 
6-in embryonated | 8 53 in chick-embryo-tissue cultures 
- L 19 in chick-embryo-tissue cultures 


the Parke, Davis Laboratories after receipt from Dr. 
S. L. Katz. Vaccine L was prepared for Dr. S. L. Katz 
in the Merck Sharp and Dohme Laboratories, five 
passages beyond the vaccine A of Enders et al. 


Titrations of Virus.—Serial dilutions in 0.5 log steps 
were prepared and 0.5-ml. volumes were inoculated into 
HEp-2 cell cultures, using five cultures per dilution. 
Cultures were incubated in a roller apparatus at 37° C. 
and were examined microscopically for the cytopathic 
effect of measles virus at intervals up to 14 days after 
inoculation. Titres were calculated by the method of 
Karber and were expressed as. TCIDSO per 0.5 ml. 


Titration of Neutralizing Antibody—The sera from 
experimental animals and from vaccinated children were 
examined for neutralizing antibody. Pre- and post- 
vaccination samples were examined as a pair in the 
same test. The sera were inactivated at 56° C. for 
30 minutes and diluted, using twofold dilution steps. 
Equal volumes of serum dilution and virus at a final 
dilution of 100 TCD40 per 0.5 ml. were incubated at 
20° C. for one hour. Two or four HEp-2 cell cultures 
were each inoculated with 0.5 ml. of the mixture. 
Cultures were observed for 14 days for cytopathic effect. 
The neutralization end-point was calculated by the 
method of Karber. Titres are expressed as the reciprocal 
of the final dilution in the serum—virus mixture. 


Preparation of Vaccines 

Vaccines 3C and 4A.—Virus was grown in chick- 
embryo-tissue cultures. Primary and secondary seed 
lots were produced under the same conditions as vaccine 
lots. Trypsinized cells from decapitated chick embryos 
of 7-11 days’ incubation were grown at 37° C. in Roux 
flasks, using Earle’s balanced salt solution plus 0.5% 
lactalbumin hydrolysate, 5% of heated normal horse 
serum, and neomycin and polymyxin as antibiotics. 
Confluent cultures were washed twice with Earle’s 
balanced salt solution, the seed virus inoculum was 
introduced and left in contact with the cell sheet for 
one hour at room temperature. At the end of this 
period the cell sheet was washed twice with Earle’s 
balanced salt solution and re-fed with synthetic medium 
199. Inoculated cultures were incubated at 32° C. for 
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8-12 days, without change of medium. Periodically 
cultures were inspected and those showing signs of 
toxicity or evidence of bacterial or fungal contamination 
were discarded. At the end of the period of incubation 
the cultures were subjected to one cycle of freezing and 
thawing, gross cell debris was removed by filtration 
through gauze, and the filtrate from all the cultures was 
pooled. Secondary seed lots were distributed in con- 
venient amounts into glass containers and stored frozen 
in a CO, cabinet. Bulk virus pools were stored at either 
+4° C. or —70° C. until processed into final vaccine. 
A stabilizer was added to the bulk virus, which was then 
filled in 0.5-ml. amounts into glass ampoules and freeze- 
dried. The final dried vaccine was stored at —20° C. 
For use an ampoule was reconstituted with 0.5 ml. or 
1 ml. of sterile distilled water. 


Vaccine 8 was prepared from liquid vaccine batch 
No. B 091265 sent to us by the courtesy of Parke, Davis 
and Co. Ltd., Detroit, U.S.A. Final vaccine was freeze- 
dried at these laboratories, in 0.5-ml. amounts in the 
same way as batches 3C and 4A. 

Vaccine L, which was brought to Nigeria by Dr. S. L. 
Katz, had been prepared as described by Enders et al. 
(1960), and was not freeze-dried. The virus was stored 
in flame-sealed ampoules in a dry-ice refrigerator after 
preparation and transported in dry ice. 


Testing of Vaccines 


Vaccines 3C and 4A.—Each batch of vaccine and the 
seed from which it was prepared was tested for potency, 
for attenuation for monkeys of the measles virus, and 
for extraneous agents of bacterial, fungal, or viral 
nature. Some tests used samples of bul vaccine, while 
others were done on final vaccine recanstituted from 
dried ampoules. Tests for potency were.made with the 
final vaccine, which was titrated for live yirus content 
in HEp-2 cell cultures. Titrations were also done on 
ampoules stored at various temperatures and returned 
unopened from field trials. Each vaccine was also tested 
for antibody production in guinea-pigs. Guinea-pigs 
received three injections of either undiluted or 1:10 
dilution of final vaccine given at weekly intervals. Three 
animals were used on each dilution. Serum collected 
seven days after the last injection was titrated for 
measles neutralizing antibody. 

The test for attenuation was done on a sample of 
bulk vaccine. Three cynomolgus monkeys previously 
shown to be free from measles neutralizing antibodies 


were inoculated with each batch of vaccine, two’ 


receiving 0.5 ml. each intracerebrally and one receiving 
20 ml. intraperitoneally. Temperatures were taken daily 
for 14 days; blood samples were collected daily for 
viraemia studies from the third day to the fourteenth 
day after inoculation, and also on the day of inoculation 
and the twenty-first day for serum antibody titrations. 


In addition to standard procedures to exclude bacterial, 
fungal, and mycoplasmal (PPLO) contaminants a wide 
range of tests for extraneous viruses was carried out. 
Suckling and adult mice, rabbits, and guinea-pigs 
received vaccine samples by various routes. The identity 
of the virus was confirmed by neutralization tests in 
tissue culture using immune rabbit measles sera and 
a pair of human acute and convalescent measles sera. 
In addition, cultures of both monkey kidney and HEp-2 
cells were inoculated with ‘50-ml. volumes of each 
vaccine neutralized with measles hyperimmune serum. 


Vaccine 8—Prior to its receipt by us, tests for 
bacterial sterility, for potency. by live virus titration and 
antibody production in guinea-pigs, for extraneous agents 
by inoculation of mice, guinea-pigs, and embryonated 
eggs, and for identity by neutralization with immune 
serum, had been performed on this batch at the Parke, 
Davis Laboratories. Dr. W. W. MacLean also informed 
us that more than 200 children had been vaccinated with 
this batch without any serious effect. After freeze-drying 
at these laboratories further tests were performed for 
potency, bacterial sterility, and toxicity. 

Vaccine L.—We are indebted to Dr. S. L. Katz for 
the following information. Safety-testing had been 
performed in monkeys, suckling and adult mice, 
embryonated hen’s eggs and baby chicks, and a variety 
of human and animal cell cultures and microbial media. 


Results 
Potency.—The live virus content of the four vaccines 
ranged from 10?:7 TCDS50 per human dose for vaccine 
L to 10° for vaccine 4A. All the batches tested by 
guinea-pig inoculation produced antibody, even when 
diluted 1:10 (Table II). 


TaBLe I1.—Results of Potency Tests on Measles Vaccines 


Live Antibody Production in Guinea-pigs 
Vaccine Virus 
Content Undiluted Vaccine | 1 : 10 Vaccine 
3C 102-° 72° 7 
4A 103-4 161 8 
8 102-9 St Not tested 
L . 108-74 Not tested Not tested 


* Geometric mean titre of three guinea-pigs. 
+ Results from the Parke, Davis ratories. 
t Results from Dr. S. L. Katz. 


Attenuation for Monkeys.—Some difficulty was 
experienced in these tests. All three monkeys injected 
with final vaccine 3C and one out of three injected with 
4A had acquired measles neutralizing antibodies between 
the time when they were selected as suitable for use and 
the time of inoculation. Tests on the secondary seed 
lots proceeded satisfactorily and were regarded as valid 
tests of attenuation for the batches. One intracerebrally 
and one intraperitoneally inoculated monkey on the 
final vaccine test of batch 4A showed temperatures 
above 104° F. (40° C.) for three days and six days 
respectively. One intraperitoneally inoculated monkey 
on the secondary seed test of batch 3C had a tempera- 
ture above 104° F. (40° C.) for five days. One intra- 
cerebrally inoculated monkey on the test of secondary 
seed of batch 3C showed viraemia from the seventh 
to the eleventh day after inoculation. No signs of illness 
were observed in these or any of the test monkeys. 


Extraneous Agents——No evidence of any extraneous 
viral or bacterial contaminants was found. Spontaneous 
occurrence of foamy virus was recorded in some of the 
monkey-kidney cultures used for tests on the final 
vaccine of both 3C and 4A;; it occurred in both control 
and test cultures, and gave some difficulty of inter- 
pretation. The comparable tests on the secondary seed 
lots passed satisfactorily. 

Stability of Vaccines—Ampoules of vaccines 3C and 
4A were returned for titration from Nigeria after each 
vaccination session. No appreciable loss in virus titre 
was found. Ampoules of vaccine were exposed to 
sunlight in Nigeria at a temperature of 91° F. (32.8° C.) 
for 30 minutes and for 60 minutes. The loss in titre 
was 0.3 logs and 0.9 logs respectively. 
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Human Volunteers.—Before vaccines 3C and 4A were 
used in children, three adult volunteers were injected 
subcutaneously with each batch. No untoward reactions 
occurred. 


Discussion 


No specifications have yet been formulated for the 
preparation of measles vaccines. With few differences 
the procedures used for the vaccines described here are 
those described by Enders et al. (1960) for the clinical 
trial batches used in the United States in 1959 and 1960. 
Two techniques found to increase the yield of measles 
virus from the tissue cultures were used in the prepara- 
tion of the two British vaccines: ‘lowering the tempera- 
ture of incubation of the tissue cultures to 32° C. during 
the period of virus growth, and freezing and thawing 
of the cultures to liberate cell-associated virus. The 
freeze-dried preparation appears to be stable under 
normal field conditions. Even after exposure of vaccine 
ampoules to strong sunlight little loss of titre occurred. 
The amount of virus in the preparation, together with 
the degree of stability shown, is sufficient to ensure a 
potent vaccine even when transported without refrigera- 
tion or subjected to adverse storage temperature. 


In the absence of specifications for the testing of 
measles vaccine it was decided to test equally seed lots 
and final vaccine batches, following the principles 
established for yellow-fever vaccine and elaborated to 
include some tests necessary for poliovirus vaccine. 
The extensive testing of both seed and final vaccine is 
a necessity for attenuated live poliovirus vaccines 
because of the high risk of extraneous viruses in any 
individual monkey-kidney culture batch used for pro- 
pagating the virus. Yellow-fever vaccine, on the other 
hand, is grown in chick embryos, a tissue with a very 
low incidence of viral contamination, and the burden 
of testing lies mainly on the seed lot. Since measles 
vaccine is also prepared from chick-embryo tissue, a 
similar principle may be held to apply in the future. 
However, for exploratory studies, such as those reported 
here, testing of both seed and final batch seems justified 
even to the extent of looking for known human 
pathogens never yet encountered in chick embryos. 
The inoculation of monkeys by the intracerebral route 
serves, for example, as a test for neurotropic viruses 
as well as an indicator of the virulence of the vaccine 
strain. 


In respect of attenuation of the measles virus the 
monkey test has several difficulties. The animals may 


undergo natural measles infection prior to or at the - 


same time as the actual carrying out of the test; the 
criteria of behaviour of virulent and attenuated measles 
strains are poorly defined ; and the clinical symptoms 
not always easy to observe. While viraemia in 
inoculated monkeys is common with virulent strains 
and rare with attenuated, it is recorded in one monkey 
given attenuated virus by Enders et al. (1960), more 
frequently by Schwartz et al. (1960), and in one monkey 
in our series of tests. These findings might be regarded 
equally as indicating that viraemia is an unreliable index 
of attenuation or that the vaccine strain is insufficiently 
attenuated or that a variable incidence of wild infection 
was present in each group. In view of these difficulties 
it would appear a more reasonable and practicable 
objective to perform the monkey test only on seed lots 
on the model of yellow fever vaccine, at least when 
routine batch production is begun. 


Summary 

Descriptions are given of the origin and preparation 
of four batches of measles vaccine used in the clinical 
trials described in Parts II and III. The method of 
preparation and testing of the two batches prepared 
in Britain are given in detail. Some problems arising 
from individual tests are outlined and the principles 
underlying testing are discussed. 

The vaccines consisted of infected chick-embryo- 
tissue-culture fluids. All four were of similar potency 
with from 10-7 to 10°-* TCDS50 per human dose. Three 
vaccines were freeze-dried and the fourth was stored 
frozen at —70° C. Freeze-dried vaccine was stable 
under field conditions and resisted exposure to sunlight. 


We are indebted to Dr. V. Udall, of the Wellcome 
Research Laboratories, for histological examinations of 
inoculated animals ; and to Dr. S. L. Katz for advice and 
strains of virus. 
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Clinical trials of measles, vaccines prepared in the U.S.A. 
from the Edmonston strain of measles virus have been 
made in children in the United States (Katz et al., 1960a, 
1960b ; Stokes et al., 1960) and in Panama (Hoekenga 
et al., 1960). Vaccination was followed by the forma- 
tion of measles antibody and, in studies where exposure 
was demonstrated, by protection against the natural 
disease. The principal vaccination reactions consisted 
of pyrexia, which occurred in about four-fifths of the 
cases, and rash, which occurred in about half ; children 
exhibiting these reactions were noticeably less ill than 
those with natural measles, and respiratory complica- 
tions were minimal. 

In the trial described here the clinical and antibody 
response to measles vaccine has been studied in children 
in Nigeria, among whom the mortality from measles 
is very high; the social and epidemiological circum- 
stances in Nigeria differ greatly from those in the U.S.A. 
and Panama. 


Procedure 
There were three studies, each of which included a 
control group of children vaccinated with Salk type 
poliomyelitis vaccine. Three measles vaccines were used. 
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Vaccine L (liquid, Enders type), vaccine 3C (dried, low- 
temperature type), and vaccine 4A (dried, Enders type). 
These vaccines are described in detail in Part I. All 
vaccines were injected subcutaneously. 

Study 1. Vaccination with Liquid Vaccine at Ibadan. 
—The 24 children in this group were vaccinated on 
November 3, 1960. The first 18 who attended the clinic 
were given measles vaccine L and the next six who 
attended received poliomyelitis vaccine. 

Study 2. Vaccination with Dried Vaccine at Ibadan. 
—The 44 children in this group were vaccinated between 
November 17 and December 1, 1960. The children were 
allocated randomly into three groups, and received 
either vaccine 3C or vaccine 4A or poliomyelitis vaccine. 


Study 3. Vaccination with Dried Vaccine at Ilesha.— 
The 22 children in this group were vaccinated between 
November 23 and 30, 1960. As in Study 2, the children 
were allocated randomly into three groups and received 
either vaccine 3C or vaccine 4A or poliomyelitis vaccine. 

The children were drawn from the infant welfare 
clinics of University College Hospital, Ibadan, and the 
Wesley Guild Hospital, Ilesha. The previous medical 
histories of these children were on record and parental 
consent for vaccination was obtained for each child. 
None of the children taking part had a previous history 
of measles. The majority had had B.C.G. at birth; 
those who had not were tuberculin skin-tested, and only 
tuberculin-negative reactors were included in the trial. 
The majority had also had regular malaria chemo- 
prophylaxis. Where doubt existed about the efficacy 
of prophylactic antimalarials, a curative dose of chloro- 
quine was given on the day of vaccination. All but one 
of the children were under 2 years of age. 

Each child was medically examined. Children with 
pyrexia—rectal temperature over 99.6° F. (37.6° C.)— 
or with skin conditions that would interfere with inter- 
pretation of rashes, or with clinical signs of anaemia, 
or showing evidence of respiratory infection or otitis 
media, or with a “legitimate” complaint of diarrhoea 
were excluded from the trial. Only children in good 
health were vaccinated ; immediately before vaccination 
a blood sample was taken. 


After vaccination the children were examined daily 
for a minimum of 15 days. A second blood sample 
was taken three to six weeks after vaccination. The 
sera from all samples were separated and sent to 
England, where they were titrated for measles antibody. 
Thirteen children were found to have pre-vaccination 
antibody to measles and are excluded from the ensuing 
analysis. The number in each vaccination group and 
the age distribution are shown in Table III. 


Tasie IIlI.—Number, Immune Status, and Age of Children 
Receiving Vaccines 


No. of a Children Initially 
Vac. | Child- Initially Non-immune Average 
ren ge 
cine Vac- | er Age Range (Months) (Months) 
cinated | Immune} immune! 6-12 | 13-18] 19-24| Over 24 
Ibadan Study 
at 3 | 15 | 7 8 | 0 | 0 | 12-1 
Polio 6 1 5 5 0 0 0 14 
Ibadan Study 2 
: ae | 15 3 12 8 3 0 1 11-7 
4A.. 14 | 3 | 11 | 6 | 4 | 1 | 1) | 12-4 
Polio 15 2 13 8 3 2 0 11-6 
Hlesha Study 3 
an 0 6 6 0 | 0 0 70 
4A.. 7 0 | 7 | 7 | 0 0 0 71 
Polio 1 8 0 0 0 


Many of the children at Ilesha failed to return each 
day during the follow-up and the record of the daily 
examinations in this study is incomplete. The compre- 
hensive record at Ilesha has therefore been omitted, 
although the antibody levels and any noteworthy 
reactions are described. 


Methods 


The vaccines were dispatched by air to Nigeria in 
dry ice. On arrival at Ibadan they were transferred 
to a —20° C. deep freeze until required. 


The appropriate number of ampoules of vaccine were 
taken in an unrefrigerated container to the clinic at 
Ibadan immediately before each vaccination session, the 
contents of each ampoule of the dried vaccine being 
reconstituted immediately before injection. Vaccine was 
transported to Ilesha in vacuum flasks containing 
ordinary ice. 

A numbered record card was made out for each child. 
In studies 2 and 3 the children were allocated to the 
appropriate group according to a table of random 
numbers, and the age disttibution in the measles 
vaccinated and polio control groups was similar. In 
study 1 at Ibadan, where in contrast to the other two 
studies the allocation to vaccination groups was not 
made by random selection, the average age of those 
given the poliomyelitis vaccine was less than that of 
those given measles vaccine (Table III). 

In all studies the physicians responsible for the 
follow-up were kept unaware of the vaccine given to 
each child. 

Results 


The clinical disturbance observed during the follow-up 
was on the whole much less severe than that expected 
with natural measles. 

Pyrexial Response 

The pyrexial response to vaccination at Ibadan is 

shown in Table IV. Of the 38 children vaccinated with 


TaBLe IV.—Post-vaccination Daily Rectal Temperatures 


3 
Highest Temp. (°F.) 
2 14 after Vaccination 
ZO | Ze | 101-9" | 103-9° | > 104 
Ibadan study 1: 
0 15 9 5 1 
Polio .. | 992° 5 5 0 0 0 0 
Ibadan study 2: 
4A .. | - 98-7 | Wt 1 10 6 3 1 
Polio 1. | 989° | 13 5 8 5 3 0 
All measles .. 38 3 35 21 12 2 
Allpolio 18 10 8 5 3 0 


either vaccines 3C or 4A or L, 35 developed pyrexia 
of 100° F. (37.8° C.) or more during the course of the 
follow-up (Table IV). The principal pyrexial response 
began four to ten days after vaccination (average seven 
days) and persisted for one to nine days (average three 
and a half days) (Fig. 1). The pyrexia was generally 
continuous, although in occasional cases there was an 
intermission lasting for one day. 

In three children a rise of temperature of more than 
100° F. (37.8° C.) lasting for one day only was recorded 
on the day following vaccination. 


In study 1 pyrexia of 100° F. (37.8° C.) or greater 
was not observed in the group given poliomyelitis 


— 
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vaccine. In study 2, eight of the children in the control 
group developed various conditions associated with 
pyrexia (see below). 


_ There was no evidence of an appreciable difference 
in vaccines 3C, 4A, or L with regard to pyrexia. 


PYREXIA OF 100°F. [37-8°C.] OR MORE 
RASH 


60 + 


40" 


OF SUBJECTS 


20 


DAYS AFTER VACCINATION 


Fic. 1.—Pyrexia and morbilliform rash among 38 subjects at 
Ibadan (studies 1 and 2) after measles vaccination. 


Rash 


Of the total of 38 children given either vaccines 3C, 
4A, or L at Ibadan, 25 (66%) developed a morbilliform 
rash (Table V). In 22 cases the rash was much milder 


TABLE V.—Onset and Duration of Morbilliform Rash 


| 


No. of Onset 
0. wit jays after jays 
Vaccine | Children | Morbilli-| Vaccination) 


that this child was the only one of the four who had 
sustained a measles infection. 

Besides the morbilliform rashes described above, fine 
punctate rashes or erythema, diagnosed as sweat rashes, 
occurred in 26 of the 38 vaccinated children—in most 
cases these rashes immediately preceded the morbilli- 
form rash. Non-morbilliform rashes were recorded in 
7 of the 18 children given poliomyelitis vaccine. 


Further Clinical Findings 


Fretfulness, mild conjunctivitis, and slight cough or 
coryza were recorded in many of the children (Table VI). 


TaBLe VI.—Clinical Findings 


No. of Children 
| 
° es 
Ibadan study 1: 
L P- $+ 15 0 15 12 12 13 10 6 
Polio . . 5 4 0 0 0 0 0 1 
Ibadan study 2: 
12 1 10 6 6 7 4 3 
0 10 7 10 8 3 
Polio .. wid 13 3 4 7 6 
Allmeasies .. 38 1 35 25 23 | 30 | 22 
All polio 18 7 | 8 4 4 | 8 { 7 7 


These symptoms were most often found on the seventh 
to thirteenth days ; they were not reported among the 
five children given poliomyelitis vaccine in study 1, but 
were common among the control group of study 2. 
During the period when study 2 was undertaken there 
was an outbreak of an upper respiratory infection of 
unknown aetiology in Ibadan, and many cases with 
symptoms similar to those observed in cases included 
in the trial were seen in the children’s out-patient depart- 
ment, University College Hospital. Mild diarrhoea 
occurred in all vaccination groups. 


TaBLe VII.—Hospital Admissions and Out-patient Chemotherapy 


form 
Rash Range | Mean | Range Mean 

Tbadan study 1: 

SF ‘o 15 12 7-10 9 1-6 3 

Polio 5 0 | 
Ibadan study 2: | 

+ 12 6 6-11 2--5 3 

Polio 13 It 14 pis 
Total measles 

vaccinated .. 38 25 6-14 9 1-8 3 


* Slight morbilliform rash but showed no rise in antibody titres. 
+ A case of measles which showed a rise in antibody titre. 


than that associated with natural measles, with a limited 
distribution on the face, neck, and trunk. In one of 
the remaining cases the rash after vaccine 3C was florid 
and resembled actual measles, and in the other, given 
vaccine L, the rash was especially severe, involving the 
trunk and. limbs with dark haemorrhagic areas. The 
onset of rash ranged from the sixth to the fourteenth 
day after vaccination. On average the rash persisted 
for three days before beginning to fade, but there was 
considerable variation in its duration. 


Four of the 18 children vaccinated with poliomyelitis 
vaccine also developed morbilliform rashes. In three 
of these the rash was faint, in another it was pronounced 
and associated with the other symptoms of natural 
measles. The subsequent antibody estimations indicate 


No. of Children Reason for 
Vaccine Requir- ! 
Vac- ing Hospital ! Out-patient 
cinated | Treat- Admission 1 Chemotherapy 
ment 
Ibadan study 1: Severe measles rash. | 
Pyrexia 105° F. 
(40-6° C.) 
L 15 5 Otitis media.* Nil 
Diarrhoea. 
Respiratory infection 
(one case of each) 
Polio 5 0 Nil 
Ibadan study 2: 
te 12 2 Bronchopneumonia Otitis media* 
and severe measles 
rash 
3 Diarrhoea Respiratory 
infection. 
Diarrhoea (one 
case of each) 
Polio “a 13 4 Measles. Respiratory 
Buiging — fontanelle, infection 
admitted for (two cases) 
observation only 
(one case of each) 
llesha study 3: 
me 6 0 Nil Nil 
7 1 Otitis media* 
Polio 8 0 Nil 
Allmeasies ..| 51 7 4 
All polio 26 { 2 


Total vaccinated 17 15 | 9 6 


* Previous history of this condition. 
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Among the total of 51 children vaccinated with 
measles vaccine in all three studies, seven were admitted 
to hospital and four received specific treatment as out- 
patients during the course of the follow-up. Of the 26 
children given poliomyelitis vaccine, two were admitted 
to hospital and two others received specific treatment 

as out-patients (Table VID. 


Antibody Response to Vaccination 
Fig. 2 shows the antibody response to vaccination as 
estimated from the simultaneous titration of the 61 
pairs of pre- and post-vaccination serum available. All 
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VaccinewL Polio. 4A Polio 3C 4A Polio” 
STUDY | STUDY 2 STUDY 3 
Fic. 2.—Antibody response to vaccination. 


the sera examined showed a substantial rise in antibody 
titre after measles vaccination. All but two of the 
controls given poliomyelitis vaccine failed to form 
measles antibody ; of the two exceptions, one exhibited 
manifestations of natural measles during the follow-up, 
but the other remained well throughout. 


Discussion 


A safe and effective measles vaccine is of especial 
interest in Nigeria, where the mortality resulting from 
the disease is high. Accurate statistics are not available 
for the population at large, but among cases admitted 
to hospital for measles, and complications of measles, 


the mortality is about 20 to 25%. An estimate of the. 


overall mortality from measles in the child population 
based on observations in a village study at Imesi, in 
Western Nigeria, is about 4% (D. Morley, 1961, 
personal communication). Reports from elsewhere in 
West Africa indicate a similar pattern. 

In a trial of measles vaccine in Panama, involving 
both adults and children, the reaction to vaccination 
was on the whole satisfactory ; but Hoekenga eft al. 
(1960) reported that 70-80% of. vaccinated children 
under the age of 5 years had some degree of fever ; 
in some instances the rectal temperature reached 105° F. 
(40.6° C.). Nine children out of 245 vaccinated were 
hospitalized on account of reactions. It was thought 
possible that because of the high incidence of endemic 
infections prevalent in Nigeria reactions might be more 
severe. The investigation in Nigeria was on a small 
scale, but in general the types of reaction were similar 


to those reported elsewhere. The reaction rate was 
studied in children who were initially susceptible to 
measles and who all developed neutralizing antibodies 
subsequent to vaccination. 


In assessing the significance of the frequency and 
character of the clinical disturbance after measles 
vaccination, it has to be appreciated that illness was 
frequent among the control group in study 2, the only 
control group which was both allocated by an effective 
method of random selection and closely followed up. 
In this study, during which upper respiratory infection 
was common at Ibadan, 20 of the 23 children vaccinated 
with measles vaccine developed pyrexia, 13 developed 
rash, and 11 were fretful for one or more days. 
Corresponding figures for the 13 children given polio- | 
myelitis vaccine were 8, 4, and 4. By these criteria the 
experience of the children vaccinated with measles was 
similar to the poliomyelitis vaccinated group. In retro- 
spect, however, the clinical impression gained by the 
follow-up was that children given measles vaccine were 
appreciably less well after vaccination than the control 
group. In the normal course of events the degrees of 
illness shown by some of the cases admitted to hospital 
would not have been regarded as serious enough to 
warrant: admission. Ethical considerations, however, 
inclined us to offer optimal facilities to children who 
showed reactions of any degree of seyerity. 


Seven of those admitted had been given measles 
vaccine. Three of. these seven cases—two of diarrhoea 
and one of respiratory infection—may not have been 
due to measles vaccination, as the same conditions 
occurred in the control group and out-patient treatment 
was given. The four remaining cases—two with severe 
measles rash, one of hyperpyrexia, and one of otitis 
media—have been attributed to the vaccine. However, 


_ in view of the occurrence of a case of natural measles 


in the control group in study 2, the possibility of a 
concurrent infection with a natural measles virus in 
these cases cannot be excluded. 


With the small number of children concerned, no 
substantial differences were apparent between the three 
batches of vaccine. Vaccine 3C had undergone a greater 
number of passages in an attempt at further attenuation, 
but the clinical reactions were similar to the other two. 


The antibody response to all three batches of vaccine 
was satisfactory. None of the children from whom 
post-vaccination sera were obtained failed to respond ; 
all the sera tested showed a high level of antibody. This 
suggests that the vaccines used would have a high 
protective effect against measles. 


The current investigation was in thé nature of a pilot 
study ; further experience of the vaccine under close 
medical supervision is required in Nigeria. 


Summary 

A clinical trial of measles vaccine in Nigeria is 
described. A total of 51 infants were vaccinated with 
one of three measles vaccines ; the clinical and antibody 
response was compared with a control group given 
poliomyelitis vaccine. A satisfactory antibody response 
was produced by all the measles vaccines. About 92% © 
of the children developed pyrexia and about 68% rash 
after vaccination. The reactions after vaccination were 
less severe than those which would be expected in 
natural measles. Reactions were similar after all 
vaccines. 
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The studies of measles vaccine in the United States 
reported by Katz et al. (1960a, 1960b) included children 
living in institutions. Vaccination against measles is 
likely to have a special application in these circum- 
stances, where measles may be associated with serious 
morbidity and a high mortality. 


In this investigation the clinical and antibody response 
to three vaccines has been studied among mentally 
deficient children at the Fountain Hospital, Tooting, 
London, and at Queen Mary’s Hospital, Carshalton, 
Surrey. These hospitals together provide accommoda- 
tion for 600 severely subnormal children in the imbecile 
and idiot range. They were especially suitable for the 
study since close medical supervision was possible 
throughout. 

Procedure 


In December, 1960, samples of serum were taken from 
107 children and examined for measles neutralizing 
antibodies. Eighty-five children were found to be 
non-immune and eligible for participation in the 
investigation ; parental consent for the vaccination of 
these children was obtained. Eight of these children 
were subsequently excluded either because of inter- 
current illness or because they had been exposed to 
chicken-pox between the time of allocation and vaccina- 


TaBLe VIIIl.—Age of Children 


— Age Range (Years) Average 
Vaccine | Chidren {Unde Over | ate 
Children /Under| 315 | $7 | 7-9 | 9-11 | | (Years) 
3C 19 0 7 4 2 0 | 51012 
4A 18 0 5 6 4 3 0 | 6612 
8 19 1 4 7 6 1 0 | 63/12 
Controls} 20 0 7 4 4 1 | 72/12 
Total 16 | 1 | 23 | 23 | 18 | 10 1 | 


tion. The remaining 77 children took part* ; almost all 
were between 3 and 11 years of age (Table VIID. 

Three vaccines were used: vaccine 3C (dried, low- 
temperature type), vaccine 4A (dried, Enders type), and 
vaccine 8 (dried Parke, Davis type). All were given by 
subcutaneous injection. Details of these vaccines are 
given in Part I. 


The children lived in self-contained wards each 
housing between 20 and 50. There was considerable 
inter-ward contact at the Fountain Hospital by virtue 
of attendance at the hospital school. To facilitate 
observation of vaccination reactions the children were 
vaccinated in groups at fortnightly intervals; at the 
Fountain Hospital 28 children were vaccinated on 
January 9, 1961, and 19 on January 23 ; at Queen Mary’s 
Hospital all were vaccinated on February 6. The 
children were allocated to the vaccination groups 
independently by the Statistical Unit of the Wellcome 
Research Laboratories, as follows. The children were 
ranked by age in each ward and adjacent children in 
ranks were allocated randomly to one of three vaccina- 
tion groups or to the unvaccinated control group. This 
procedure produced four groups of similar size and age 
composition (Table VIII). Each vaccine was used at 
each session. 

Both vaccinated and unvaccinated children were 
closely observed for 21 days. Each child had an 
examination at least once a day by a physician kept 
unaware of the group to which the child had been 
allocated. The examination included an axillary 
temperature recording made in the late afternoon or 
evening and an examination for rash. On the twenty- 
first day a post-vaccination blood sample was taken. 
Thereafter, although the daily examinations were 
discontinued, the children were kept under observation 
within the hospital. 


Results 


The commonest symptoms observed during the 
follow-up were pyrexia, rash, and fretfulness. 


Pyrexia 
One child had a temperature of 100.4° F. (38° C.) 
on the day of vaccination, associated with a running 


Taste IX.—Post-vaccination Daily Axillary Temperatures (°F.) 


Temperature! No. in| with | with | 99- | 100- | 102- 

‘emperature| No. in| wi! wit 1 1 

Vaccine |" "before |Group| No Pyrexia| 99-9° | 101-9°| 103-99) > 104° 

Vaccination} Pyrexia} (99° +) 

3C 97-7° 19 4 15 0 ee 1 
4A 97-3° 18 3 15 6 6 3 0 
8 97-6° 19 3 16 3 9 4 0 

All 

measles 

vac- 

cinated 56 10 46 9 | 23 13 1 

Controls} 97-5° | 20 16 4 2 2 0 0 


nose and mild conjunctivitis, The remainder had 
temperatures of 98.6° F. (37° C.) or less (Table IX). 
Of the 56 vaccinated children, 10 (18%) had no 
appreciable rise in temperature throughout the follow-up 
period, and in a further nine the fever was slight. In 
the remaining 37 (66%) pyrexia was higher, and in one 
child reached 104.2° F. (40.1° C.). A similar degree 
of fever was found with all three vaccines. Pyrexia 


*One child died during the follow-up period (see below) and 
has been excluded from the Tables. 
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persisted from one to six days, with an average of two 
days. In contrast, only 4 of the 20 unvaccinated 
children had any fever. 


Of the 56 vaccinated children, 48 (86%) had a mor- 
billiform rash (Table X). The rash was pink, fading to 


Taste X.—Onset and Duration of Pyrexia and Rash 


} Pyrexia of 100° F . (37-8° C.) 
or More Rash 

No. 
Child tion after ti n 
c ays ys io’ 

ren |No.|Vaccination)} (Days) | No.| Vaccination)} (Days) 

Range} Mean} Range| Mean Mean! Range|Mean 

“3c | 19 | 15°) 5-10| 8 | 1-6| 3 |16/9-14| 1/29 5 
4A 18 9} 611 & 1-3 2 14 | 9-12 11 | 2-10 5 
8 19 13 | 7-10| 8 14| 2 18 | 9-14 l 11 | 1-8 4 
Con- 
trols} 20 


* Including one child with pyrexia on admission. 

In several children an cccasional pyrexia of ‘ess than 100° F. (37-8° C.) 
occurred, apart from the main pyrexial response. 
brown before clearing. It consisted of macular and 
occasionally papular elements, usually discrete but in 
more severe cases coalescent. It occurred behind the 
ears, on the face, neck, thorax, and abdomen, and in 
a few cases it spread to the limbs. The extent of the 
rash varied greatly, but it was unusual! for all these 
areas to be involved in a single case. In most instances 
the rash was much less pronounced and extensive than 
that found in measles. In six children fleeting macular 
or erythematous rashes appeared and faded a few days 
before the onset of the main response. The main rash 
appeared at an average of 11 days after vaccination, 
with a range of 9 to 14 days. In some children the rash 
persisted for one day only; in others the fading rash 
was Visible fox as long as 10 days. The average period 
during which any element of the rash was visible was 
four to five days. 


Other Clinical Findings 


Many of the vaccinated children were miserable or 
fretful during the period of rash and pyrexia, and this 
was common to all three vaccines (Table XI). Acute 


TaBLE XI.—Clinical Findings 


Systemic Reactions* 
Vaccine No. of Clinical ‘ 
Children Findings Marked Slight 
rash and pyrexia 
19 4| Tonsillitis .. 4 | 4; 1 
Vomiting 
rash and pyrexia 
4A 18 Vomiting... 1 2 5 8 3 
Bronchitis 1 
ns 
rash and pyrexia 
8 19 Broncho- 3 7 9 0 
pneumonia .. 1 
All measles 
vaccinated | 56 9 22 21 4 
Epileptic fit .. 2 
Controts | 20 {| -- Tih oj} o | 2 | 18 


* For definitions, see text. 


tonsillar enlargement with exudate indistinguishable 
from follicular tonsillitis occurred among five children 
given vaccine 3C; Streptococcus B-haemolyticus was 
isolated from one and Staphylococcus aureus from 
another. The remaining three cultures were negative 


for pathogenic bacteria. 


A case of bronchopneumonia occurred in one of the 
children given vaccine 8. The diagnosis was made on 
the twelfth day after vaccination ; the child was given 
intramuscular penicillin, and recovered by the fifteenth 
day. Acute bronchitis was recorded in one child 
receiving vaccine 4A who had a history of this condi- 
tion. One child in the unvaccinated group had three 
major epileptiform seizures on the fourth, twelfth, and 
thirteenth days of the follow-up, requiring oxygen and 
tracheal aspiration, and another had two major epileptic 
attacks on the thirteenth day of the follow-up. 


On the twenty-first day after vaccination the 
physician responsible for the follow-up assessed the 
reactions as marked, moderate, slight, or negligible 
(Table XI). This assessment took into account, in each 
case, the presence and severity of rash, pyrexia, toxicity, 
and the presence and nature of any complication. 


In 9 of the 56 children the reactions were described 
as marked—six had an illness similar to natural measles, 
one of which was associated with bronchopneumonia ; 
one appeared toxic with photophobia immediately 
before the onset of the rash, one had bronchitis, and 
the remaining child had tonsillitis. 


The 22 children with moderate reactions were 
sufficiently unwell in most casés to be confined to bed 
for two days. 


Twenty-one had slight reactions exhibiting fever or 
rash but appearing well throughout, with little or no 
toxicity. In the remaining four children given measles 
vaccine no reactions were observed. 


Among the 20 unvaccinated children in the control 
group, two were unwell during the follow-up and were 
classified as having a slight reaction. The remaining 
18 cases were classed as having no reaction. 


One death occurred in the study population during 
the investigation. The child was severely mentally 
retarded and had a history of epilepsy. After vaccina- 
tion (vaccine 8) he was well, without pyrexia or other 
symptoms. On the seventh day he developed status 
epilepticus and died next day. At necropsy he was 
found to have had bronchopneumonia ; there were no 
lesions characteristic of measles in the lungs, although 
typical measles giant cells were present in the appendix. 

Pneumonia is a common cause of death in severely 
subnormal children, often associated with epilepsy 
and unconnected with specific infection (Hilliard and 
Kirman, 1957). In this case there was no evidence 
relating the pneumonia to the vaccine, and we believe 
the death to have been coincidental. 


Immunity 


Antibody Production—The sera taken 21 days 
after vaccination were titrated for measles antibody 
simultaneously with sera taken during the initial pre- 
vaccination screening (Fig. 3). All the vaccinated 
children showed a rise in measles neutralizing antibody 
after vaccination. In contrast, none of the unvaccinated 
control group had antibodies to measles. The antibody 
levels were similar with all three vaccines. 

Protective Effect—An outbreak of measles which 
occurred at the Fountain Hospital provided an oppor- 
tunity of observing protection conferred by the vaccines. 
The first case was diagnosed on March 12, 1961, 48 days 
after the last vaccination; a total of 30 cases were 
recorded during the nine-week period up to and in- 
cluding May 16. The distribution of measles throughout 
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Fic. 3.—Individual antibody titres. 


the hospital was not uniform, there being a complete 
absence of cases in certain wards (Table XII). In those 
wards where certain exposure took place, eight out of 
eight unvaccinated controls developed measles while 
none of the 23 vaccinated children contracted the 
disease. Table XIII gives the incidence of measles in 


TaBLe XII.—Exposure to and Incidence of Measles in Vaccin- 
ated and Unvaccinated Children (Fountain Hospital) 


| Vaccinated Children | Unvaccinated Children 

Wards No. No. 
No. in No. in 
Developing Developing 

Wards Measles Wards 
3, 5, 8, 14 0 5 0 
1, 4, 6,9, 16 23 0 s 8 

Total i 34 | 0 


TaBLe XII1.~-Incidence of Measles in Ward One (Fountain 
ospital) According to Antibody Status 


: No. of No. of 
Antibody | Children | Measles Cases 
Present—naturally acquired | 4 0 
vaccinated 8 0 
Absent—unvaceinated ‘a | 3 3 
Unknown .. 25 | 9 
Total | 40 | 12 


a ward of 40 children, all mongols, of whom 15 had 
been examined for antibodies. No case of measles 
occurred among the four naturally immune or eight 
vaccinated children; the three unvaccinated controls, 
all without antibody, developed measles. Altogether 
12 children out of 40 in the ward contracted the disease 
in two waves of infection between March 25 and 
April 10. Eleven children in wards showing cases of 
‘measles had been excluded from the investigation 
because of the presence of antibody at the pre-vaccina- 
tion screening. None of these developed measles, 
although five of them showed only low-level antibody 
titres (16-32). 

No death occurred among the eight control children 
who developed measles, but there were three deaths 
among the 22 children not in the investigation who 
contracted measles during the outbreak. 


Discussion 


The investigation described here is the first account 
of the use of measles vaccine in Britain. The vaccine 


was given to mentally deficient children, among whom 
measles constitutes a serious risk. The design of the 
trial permitted a valid comparison of the vaccination 
reactions and antibody titres between three groups of 
children given different batches of measles vaccine and 
an unvaccinated control group. None of the children 
had antibodies to measles before vaccination. 


The results show that every child developed measles 
antibody after vaccination. The adequacy of the 
protective effect indicated by the antibody levels was 
substantiated by the findings on exposure to measles. 
An epidemic of measles occurred in one of the hospitals 
concerned in the months subsequent to vaccination. 
None of the vaccinated children developed measles. In 
contrast, all of the eight children in the unvaccinated 
control group who were intimately exposed contracted 
the disease. The findings therefore indicate that measles 
vaccine confers substantial protection. This is in keeping 
with those described elsewhere (Krugman et al., 1960). 

The main features of the vaccination reaction were 
pyrexia, which occurred in 82% of the children, and 
rash, which occurred in 86%. A high incidence of rash 
and pyrexia has previously been reported after measles 
vaccination. More than half the children were distinctly 
unwell during the vaccination reaction. There were five 
cases of tonsillitis and one case of bronchopneumonia 
in vaccinated children during the follow-up. These 
findings differed from those recorded by Krugman et al. 
(1960), who observed little systemic upset during the 
period of pyrexia and rash in a similar group of 
vaccinated children. The differences in clinical reaction 
reported from the two studies may have been due to 
unknown differences in the population groups or to 
variations in the batches of vaccine employed ; differ- 
ences in observation and assessment in the two studies 
may have been a contributory factor. 


A comparison of the three batches of vaccine 
employed did not indicate any difference in their 
capacity to produce antibody. Reactions were most 
common after 3C and least after 4A. In Nigeria (Part 
Il), where both vaccine. 3C and 4A were used, no 
difference in the incidence of the reactions after vaccina- 
tion was observed. There was no evidence that the 
extra passages undergone by vaccines 3C and 8 had 
resulted in increased attenuation. 


These results suggest that the use of measles vaccine 
under close medical supervision may be a preventive 
measure of value in groups where natural infection is 
associated with a high mortality. The reactions after 
vaccination, however, indicate that further attenuation 
of the measles virus is desirable. 


Summary 


A clinical trial of attenuated measles vaccine in British 
children is described. Fifty-six severely mentally sub- 
normal children living in an institution were vaccinated 
with one or other of three vaccines. The clinical reaction, 
antibody response, and protective effect were compared 
with an unvaccinated control group. All vaccines 
produced an adequate antibody response and protective 
effect. Over half the children had a moderate or marked 
systemic reaction. A morbilliform rash occurred in 48 
vaccinated cases and pyrexia above 102° F. (38.9° C.) 
in 14. 
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A number of reports suggest that the parathyroid 
glands may influence magnesium as well as calcium 
metabolism. Greenwald and Cross (1925) claimed that 
prolonged administration of parathyroid extract 
increased the faecal excretion of magnesium. Greenberg 
and Mackey (1932) observed an elevation of serum 
magnesium in dogs receiving injections of parathyroid 
extract. The first account in man is that of Bulger and 
Gausmann (1933). They described a case of hyper- 
parathyroidism in which a _ negative pre-operative 
balance of both calcium and magnesium became 
positive after operation. Bassett and Van Alstine (1935) 
found a small change in magnesium balance after 
parathyroidectomy, and Tibbetts and Aub (1937) and 
Barnes, Krane, and Cope (1957) confirmed the findings 
of Bulger and Gausmann. Potts and Roberts (1958) 
have drawn attention to the dangers of hypo- 
magnesaemia occurring after parathyroidectomy. We 
here present pre-operative and post-operative data 
obtained on the last seven cases of parathyroidectomy 
performed in the Hammersmith Hospital. 


Material and Methods 


Six cases of primary hyperparathyroidism and one 
case of pluriglandular syndrome are presented. The 
former were found at operation to have enlargement of 
one parathyroid gland, and in all but Case 5 the 
histological appearance of the gland was that of a 
chief-cell adenoma, In Case 5 the cells were mostly 
oxyphil. The case of pluriglandular syndrome (No. 3) 


had, in contrast, enlargement of all parathyreid glands. 
Three of these were removed and part of the fourth was 
excised. Previously he had undergone subtotal adrenal- 
ectomy for Cushing’s syndrome, and because of 
enlargement of the pituitary fossa he was on large doses 
of dexamethasone. He was also hypertensive and was 
receiving treatment with chlorothiazide and mecamyl- 
amine throughout. Biochemical details of the seven 
cases are given in Table I. 


TaBLe I.—Biochemical Data in the Seven Cases 


Sex Serum Serum Serum Alk Blood 

mg. -A. Units, mg. 

Age (mba | 100 mi.) ml.) | 100ml.) 

1 |F 61 7-0 15 23 14 715 
58| 78 1-9 2.2 135 55 
3 1M33| 65 1-6 2-1 4 
90 1-7 3-8 2 
5 |F 32] 90 0-5 2-0 54 40 
6 |F 52| 66 1-7 2-1 78 38 
7|F 4| 7-7 1-4 2-4 10 63 


The balance techniques and methods of analysis have 
been described (Hanna et al., 1960). Muscle biopsy 
specimens from Cases 1, 2, and 7 were analysed for 
their magnesium and calcium content by the method 
described by MacIntyre and Davidsson (1958). 


Illustrative Cases 


Three cases are described in some detail to illustrate 
the evolution of changes after parathyroidectomy. The 
first of these received no magnesium supplements, the 
second required acute magnesium therapy, while the 
third was maintained on oral magnesium _post- 
operatively. 

Case 4.—A woman aged 72 complained of pain and swell- 
ing in her knees for seven months. She had suffered from 
thirst, with polyuria and constipation, for one year. A 
nodule was palpable in the right lobe of the thyroid, and 
effusions were present in both knees. X-ray examination 


ite) 
35 NORMAL RANGE |. 
Ca 
682 
oe 45 
st 20 
= 22° 
2. 
ecw 14 
oe NORMAL RANGE 
Mg 
° 
= 
o> 
10 
z& 
° 


Ca 


BALANCES 
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showed generalized rarefaction with subperiosteal resorption 
in the phalanges and patellae. Pre-operatively she was in 
negative calcium and magnesium balance with a urinary loss 
of 16 mEq of calcium and 5 mEq of magnesium a day (Fig. 
1). After operation she remained on the same diet and 
calcium supplements as before (2 mEq/kg./day=65 mEq/ 
day), but her balance was now positive for both calcium 
and magnesium. The urinary excretion of these elements 
had fallen to 2 mEq of each per day. Serum calcium fell 
to a minimum of 4.5 mEq/l. on the 13th post-operative 
day. Serum magnesium also fell post-operatively, reaching 
a minimum of 1.1 mEq/I. on the ninth post-operative day 
(normal 1.5-1.8 mEq/1.). 


Case 2.—A 58-year-old woman complained of weakness 
of her legs for four years. Backache had been present 
for 18 months and there had been loss of height, loss of 
weight, anorexia, thirst, and polyuria. Examination 
revealed a dorsal kyphosis, swollen knees, and a nodule in 
the lower pole of the left lobe of her thyroid. X-ray 
examination showed generalized rarefaction with wide- 
spread subperiosteal erosions and nephrocalcinosis. _Pre- 
operatively, on an intake of calcium of 16 mEq/day her 
faecal loss was 21 mEq/day and her urinary loss 9.3 mEq/ 
day—a net balance of minus 14 mEq/day (Fig. 2). The 
corresponding magnesium figures were 10.5, 11.5, and 10.9 
mEq/day. After parathyroidectomy the calcium intake was 
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Fic. 2.—Calcium and magnesium metabolic data in Case 2. 
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increased to 88 mEq/day (=2 mEq/kg./day) ; nevertheless, 
the serum calcium fell to 4.5 mEq/I., tetany appeared, and 
she required daily calcium infusions. Serum magnesium also 
fell, and on the ninth post-operative day reached 0.9 mEq/1. 
She became hostile and resentful, but these symptoms 
cleared completely when magnesium (100 mEq) was added 
to the daily infusion. In the two days after this infusion 
only 35 mEq of magnesium was excreted. Subsequent 
balances for calcium and magnesium showed net positive 
balances of 27.5 and 6.5 mEq/day respectively. 

Case 7.—A 40-year-old woman presented with a four- 
months history of lethargy and backache. She had been 
asthmatic for many years, had sustained a haematemesis 10 


years previously, and for six years had been troubled by 
gout. The only relevant finding on examination was a 
dorsal kyphosis. X-ray examination showed mild 
generalized rarefaction with slight wedging of the dorsal 
vertebrae. There was extensive nephrocalcinosis and a 
duodenal ulcer was shown by barium meal examination. 
As with the previous cases, negative preoperative calcium 
and magnesium balances became positive after removal of 
the parathyroid tumour. The significant finding was the 
prevention of a post-operative fall in the serum magnesium 
by oral supplements of magnesium (Fig. 3). 
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Fic. 3.—Calcium and magnesium metabolic data in Case 7. 


Collected Data 


Serum Calcium and Magnesium.—Pre-operatively the 
serum calcium was raised in all cases, ranging from 6.3 
to 9.2 mEq/l. After parathyroidectomy it fell progres- 
sively to reach subnormal figures (Fig. 4). In Cases 1, 
2, and 6 it was below 4 mEq/l. and there was associated 
tetany. It seems significant that these three cases had 
the highest levels of serum alkaline phosphatase (Table 
I). Pre-operatively the serum magnesium levels were 
close to the normal range except in Case 5 (Fig. 4) ; this 
patient had been vomiting excessively. There was no 
correlation between the levels of serum magnesium and 
those of serum calcium. The four patients who 
received no magnesium. supplement after operation 
showed a distinct fall in their serum magnesium. Case 
5, in contrast, on a supplement of 1 mEq/kg./day 
showed a progressive rise, and Case 7 (1.5 mEq/kg./day) 
showed no change. Case 6 on a similar supplement 
showed a slight fall of serum magnesium, but only to 
the lower limit of the normal range. 

External Balances of Calcium and Magnesium.—All 
cases were in negative calcium balance before operation, 
even Cases 4 and 7, who were on large supplements of 
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the seven cases. 
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seven cases. In Figs. 5 and 6 the distance between case numbers 
and the base-line shows intestinal absorption, the distance between 


the short hozizontal lines and the base-line shows urinary output. 


The intakes and net balances are also charted. 
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oral calcium (Fig. 5). Net absorption of calcium was 
poor and urinary losses were moderately high. After 
parathyroidectomy all, except Case 3, were in distinct 
positive balance. This was due chiefly to reduced 
urinary loss, but Cases 4 and 7, who were on the same 
calcium intake before and after operation, indicated that 
there was also increased net absorption. The poor net 
absorption in Case 3 was presumably due to concurrent 
steroid therapy. Magnesium balances before operation 
were in every case negative (Fig. 6). After parathyroid- 
ectomy they were all positive, due mainly to reduced 
urinary loss. 
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Fic. 6.—Pre-operative and post-operative magnesium data in the 

seven cases. In Figs. 5 and 6 the distance between case numbers 

and the shows intestinal absorption, the distance 

between the short horizontal lines and the base-line shows 
urinary output. 


Muscle Magnesium.—Table II shows 
operative muscle magnesium in Cases 1, 2, and 7 
compared with three normal subjects. In Cases 1 and 
2 the muscle magnesium was near the normal range ; in 
Case 7 it was low. Muscle calcium was high in the 
low-magnesium sample. 


the pre- 


TaBLe II.—Muscle Magnesium and Calcium in Three Cases 
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Discussion 


From these results there seems to be no doubt that 
the removal of a parathyroid tumour leads to a reten- 
tion of magnesium, This confirms the reports of a 
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number of previous workers mentioned above. Two 
questions immediately arise—Where has the retained 
magnesium collected ? And how has this retention been 
brought about ? 


Magnesium does not accumulate in the extra- 
cellular fluid, for there is no rise in the serum 
magnesium. On the contrary, serum magnesium 
tends to fall, indicating a movement of magnesium out 
of the extracellular space. It could move into the cells 
or, alternatively, be deposited in the bones. Tibbetts 
and Aub (1937) found that the ratio of magnesium 
retention to calcium retention was greater than the 
ratio of magnesium to calcium in bone and concluded 
that some of the retained magnesium had been taken 
up by the soft tissues. This is a valid inference only if 
bone were of constant composition, which it is not. 
New bone crystals are smaller and consequently 
contain relatively larger hydration shells than old 
bone crystals. Moreover, it is thought (Neuman 
and Neuman, 1957, 1958) that much of the 
bone magnesium is held in these hydration shells. 
It follows that the Mg:Ca ratio of new bone would 
be expected to be higher than that of old bone. This 
explanation is supported by the finding of Shohl (1939) 
that the Mg: Ca ratio of bone rises after parathyroid- 
ectomy. Our own muscle biopsies are insufficient to 
offer direct evidence, but two of the cases had normal 
muscle magnesium before operation—refuting, in these 
cases, any suggestion of muscle depletion requiring 
restoration. 

Prior to parathyroidectomy, bone resorption is 
occurring faster than bone replacement, with resulting 
thinning of bone. The magnesium liberated by this 
excessive resorption is in part used again to form new 
bone, but the surplus is lost from the body. Once the 
parathyroid tumour is removed, bone resorption slows 
up, while bone formation continues unabated. A fall 
in extracellular magnesium is a natural consequence. 

Comparison of balances before and after operation 
indicate that the chief change which occurs is a fall in 
the urinary magnesium in the post-operative phase. 
This can be accounted for by the reduction in serum 
magnesium. The excessive losses _pre-operatively, 
however, require further explanation. It should be 
stressed that this is by no means a constant finding ; 
Cases | and 4 in the series reported here showed a 
very slight negative magnesium balance, and Bassett 
and Van Alstine (1935) described a case which was in a 
positive balance pre-operatively. The often-encountered 
negative balance can, however, be explained by the 
increased filtered load of calcium in the kidneys. This 
increase will lead to increased loss of magnesium 
because of competition for a common. transport 
reabsorptive mechanism (Hanna ef al., 1960). The same 
conclusion can be drawn from studying the effect of 
magnesium infusion and magnesium supplement on 
urinary calcium in Cases 2 and 7 in this series. If the 
magnesium intake is not high enough, this obligatory 
increase in urinary loss will lead to a negative mag- 
nesium balance. 

From a practical point of view it is important now 
to recognize that hypomagnesaemia with its associated 
dangers (Hanna et al., 1960) is likely to occur after 
parathyroidectomy. Further, it seems from this limited 
series that oral supplements are sufficient to prevent a 
fall of serum magnesium and should therefore be given 
prophylactically in the post-operative period. 

t 


Summary 
Primary hyperparathyroidism is sometimes associated 
with a negative magnesium balance because of 
increased urinary loss. This increase in urinary loss 
may be explained by an increase in the filtered load of 
calcium in the kidneys. 


Parathyroidectomy in  hyperparathyroid subjects 
produces : (a) lowering of plasma magnesium level, and 
(b) a positive magnesium balance. 


These changes can be explained by the uptake of 
magnesium by bone. 


The findings do not justify the proposition of a 
“primary” action of the parathyroid hormone on 
magnesium metabolism. 
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From the Geriatric Unit, Oldham and District General 
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In the past two and a half years we have been impressed 
by the high incidence of hypothyroidism seen in patients 
attending this geriatric department. The purpose of our 
paper is to illustrate this. 


Material and Methods 


During a period of two and a half years 93 patients 
attending the geriatric department were thought to be 
suffering from hypothyroidism. From these, 58 patients 
have been selected whom we regard as unequivocally 
hypothyroid. The material of this paper is derived from 
our observations on this group of 58. 

Each case was carefully assessed clinically on the basis 
of a specially prepared form. Most cases were subjected 
to one or more laboratory tests. The accompanying 
Table shows the tests employed and the number of 
patients examined by each test. Apart from five patients 


*Now at the Department of Pathology, University College of 
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seen by one of us (W. H. L.), all were seen and examined 
by both authors. 

Each case was treated with L-thyroxine. The initial 
dose for almost every case was 0.1 mg. daily, increased 
by 0.1 mg. at fortnightly intervals, until they were taking 
a total of 0.2-0.3 mg. daily. Most of the cases were 
treated as out-patients. All out-patients received their 
tablets from the hospital dispensary. For the first six 
to eight weeks of treatment, all out-patients were seen 
fortnightly and thereafter at approximately monthly 
intervals. The body weight and clinical picture were 
cecorded before treatment and at each attendance. All 

Tests Employed 


Haemoglobin 


Erythrocyte sedimentation rate (E.S. R. ) 43 
Serum cholesterol 56 
Electrocardiogram (E.C.G.) .. ie 57 
Basal metabolic rate (B.M.R.) 34 
24-hour thyroidal radioiodine ( uptake 47 
Serum protein-bound iodine (P.B.I . 8 


cases were photographed canis and after four to six 
months’ treatment. E.C.G., serum cholesterol, E.S.R., 
and haemoglobin estimations were repeated serially. 

Serum cholesterol estimations were made by the 
method of Zlatkis, Zak, and Boyle (1953) as modified 
by McIntyre and Ralston (1954): 290 mg./100 ml. has 
been taken as the upper limit of normal. 

Thé basal metabolic rate was estimated on in-patients 
and out-patients, using a Benedict-Roth machine ; the 
method described by Robertson (1944) and the British 
Standards of Robertson and Reid (1952) were employed. 

The thyroidal radioiodine uptake 24 hours after a test 
dose was used. This test was carried out at the Christie 
Hospital, Manchester, as was the estimation of serum 
protein-bound iodine. 


Diagnostic Criteria 


The diagnosis of hypothyroidism in our 58 cases has 
depended on the following criteria : 

1. Response to replacement therapy with L-thyroxine. 
This has applied to 51 of the 58 cases (7 patients died 
before their response to treatment could be assessed). 
Response to treatment was judged on weight loss in 51 
cases, relief of symptoms and signs in 51, facial change 
(assessed by serial photograph) in 51, fall in serum 
cholesterol in 28 (54%), and alteration in E.C.G. in 
38 (74%). 

2. Pre-treatment B.M.R. A value of —15% or less 
was found in 23 (67%) of the 34 cases examined in this 
respect. 

3. Pre-treatment '*'I uptake of less than 20% of 
administered dose ; this was found in 31 (66%) of the 
47 cases so assessed. 

4. Serum P.B.I. levels of less than 3 pg.; seven of 
the eight cases tested before treatment met this criterion. 

5. The use of a “diagnostic index” (Wayne, 1960) 
based on the presented signs and symptoms, devised in 
the department of Professor E. J. Wayne, ‘Glasgow 
University (Wayne, personal communication, 1960).t 
We have applied this to 51 cases and have found a 
confirmatory score (15 or more) in 33 (64%). Eighteen 
cases fell into the “equivocal range” (Wayne, 1960), 
the individual scores ranging from 7 to 13. The 
‘Temaining seven cases were not scored, as_ these 
patients were too ill to report their symptoms. 

+We have found this index valuable, since it indicates quanti- 


tatively the number of signs or symptoms of hypothyroidism 
which are present in a given case. 


6. Post-mortem examination carried out in 13 cases ; 
4 of these patients died in hypothermic coma. 


Analysis of Cases 


We would emphasize that the disease was severe in 
most of our cases, judging severity by the degree of 
physical disability, mental inertia, and social dependence 
caused. The results of specific treatment in general were 
striking, despite the high average age and high incidence 
of arteriosclerosis. 
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The test results are shown in Fig. 1. The symptoms 
and signs of hypothyroidism are diffuse, and it is 
impossible to present the overall clinical picture of a 
large series of cases in a simple manner without refer- 
ence to some form of clinical index. We feel that the 
application to our cases of Professor Wayne’s scoring 
technique approximates to an external clinical assess- 
ment, particularly as it has been applied retrospectively 
and as we have been conservative in our scoring. 


Cases Showing Confirmatory “ Index ” 
Cases 1 to 4 were all clinically obvious cases of 


_ myxoedema, and when first seen were judged too ill 


to warrant the delay in subjecting them to special 
investigations. Of the remaining cases showing a 
confirmatory index, Cases 12 (see below), 13, 18, and 19 
showed non-confirmatory values for B.M.R. and/or '*'I 
uptake. 


Case 13—A woman aged 75. Although clinically a 
definite case of hypothyroidism, all tests were negative. Her 
“index” scored 15. After two months’ treatment she 
showed improvement in her symptoms and signs. She 
subsequently discontinued her thyroxine and had a clinical 
relapse. Treatment was started again, her symptoms and 
signs regressing once more. Thirteen months after her 
initial attendance she developed a cerebral thrombosis. 
After death the thyroid gland weighed 8.5 g. and histo- 
logically showed marked fibrosis and small round-cell 
infiltration. 


Case 18—A man aged 79 presented with dyspnoea on 
exertion and severe anaemia (haemoglobin 47%). Despite 


Cases Examined 
— 
= 
2 = 
= 
. 


1258 Nov. 11, 1961 


HYPOTHYROIDISM 
his anaemia the B.M.R. was —12%. Serum P.B.I. was 
2.4 »g./100 ml.; “diagnostic index” 18. He responded 
well to treatment, his haemoglobin ultimately rising to 89%. 
Prior to treatment he was virtually confined to a chair. At 
the time of writing he was an active man. 

Case 19.—A woman aged 66. Failure to record a 
confirmatory B.M.R. in this case was due‘to severe cardiac 
dyspnoea. Her ‘*'I uptake was 27%. All other tests were 
positive and her “diagnostic index” 25. She responded 
well to treatment. 


Cases Showing Non-confirmatory “ Index ” 


It will be seen from Fig. 1 that only two cases showing 
a non-confirmatory index had poor _ supporting 
laboratory evidence. 


Fic. 2 Fic. 3 


Fic. 2.—Case 50. Photograph before treatment. Fic. 3.—Case 50. Photograph 


after treatment. 


Case 50.—A woman aged 77 was a very definite clinical 
case (Fig. 2). Serum cholesterol was 520 mg./100 ml., '"'I 
uptake was 23%. B.M.R. was not done. “ Diagnostic 
index” was 13. Her response to treatment was striking 
(Fig. 3). 

Case 51.—-A woman aged 72 gave a definite history of 
exophthalmic Graves’s disease as a young woman. She had 
been treated with radiotherapy at the Manchester Royal 
Infirmary. Her uptake was 21°%,. ‘ Diagnostic index 
was 13. She showed a very satisfactory response to 
treatment. 

Post-mortem Results 


As already indicated, 14 of these patients died, and 
post-mortem examination was carried out on 13. Full 
details of our findings will be published elsewhere. 

Post-mortem examination on Cases 6, 10, 12, 13, 52, 
53, 56, and 57 failed to reveal any thyroid tissue. A 
résumé of each of the remaining five cases is given 
below. 

Cases 5 and 14.—Women aged 69 and 70 respectively. 
Post-mortem examination showed in both cases very small 
thyroid glands replaced by fibro-fatty tissue. 

Case 54.—A man aged 81 had severe aortic stenosis, 
angina decubitus, and recurrent congestive heart failure. 
Clinically we thought him to be myxoedematous, although 
there was no laboratory confirmation. In view of the 
severe cardiac damage thyroxine was not given. While an 
in-patient he developed irreversible hypothermic coma. At 
post-mortem examination only a remnant of thyroid tissue 
was found, which showed gross fibrosis. 

Case 55.—A woman aged 79 was admitted to hospital in 
irreversible hypothermic coma. At post-mortem examina- 
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tion the thyroid was small and histologically suggested 
Hashimoto’s disease. 

Case 58.—A woman aged 79 was admitted to hospital in 
a moribund state, due to an acute coronary thrombosis. 
At post-mortem examination the thyroid was very small 
and histologically showed marked fibrosis and small 
round-cell infiltration. 


Incidence of Hypothyroidism 


Of the 58 cases of hypothyroidism in this series, five 
had been treated in the past for hyperthyroidism, either 
surgically or by radiotherapy. The remaining 53 cases 
were thought to be suffering from primary hypo- 
thyroidism. The age distribution of these 58 cases is 
shown in Fig. 4; the average was 
70.3+6.8 years. There were 9 males and 
49 females. The age-and-sex distribution 
of these patients has been compared with 
that of the 3,417 (1,857 females, 1,560 
males) new patients seen in this depart- 
ment during a period of two and a half 
years. The age distribution closely 
follows that of the total cases seen in the 
department, but there is a preponderance 
of females (5:1) over males in the sex 
distribution. Of these 3,417 cases, 17 
suffered from hyperthyroidism and 58 
from hypothyroidism. The incidence of 
hyperthyroidism was therefore 0.5% and 
of hypothyroidism 1.7% of new cases 
seen. 


Discussion 


Critchley (1931) has stated : “ The sub- 
ject of old age has never been a popular 
one.with the medical profession. Among 
both savage and civilized people a certain 
lack of interest, and even of sympathy, is 
associated with the infirmities and maladies of the aged. 
Problems of diagnosis and of therapy tend to be neg- 
lected, to the detriment of the individual and still more 
of the community.” Although a normal process of age- 
ing remains to be defined, many people believe that age 
alone is responsible for all sorts of symptoms and signs. 
It would seem that hypothyroidism is one disease 
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commonly confused by patients and doctors with “ the 
normal ageing process.” However, Starr (1955) has 
commented: “Old people are not normally hypo- 
thyroid ; middle-aged people should not be allowed to 
become hypothyroid.” In approximately 90% of the 
cases in our series, the general practitioners referring 
the case did not suspect hypothyroidism. Most were 
sent as examples of heart failure, cerebral thrombosis, 
anaemia, or bronchitis, with a few labelled simply as 
“ senile.” 

In our experience hypothyroid patients are almost 
always attractive peop‘e, and before the onset of their 
illness many of them were well known and liked in their 
circle for their mental and physical energy. When such 
people become “old” (hypothyroid) they are usually 
well supported by their relatives and friends, and this 
fact reduces their chance of recognition. There can 
be little doubt that many unrecognized cases of hypo- 
thyroidism are recorded as dying of uncomplicated 
cerebro-cardiovascular accidents. We have been unable 
to find a series in the literature which is comparable 
to ours in age distribution. This factor alone precludes 
a statistical comparison of incidence between our series 
and any of the published series. Our figures show a 
very high incidence of hypothyroidism (1.7% of new 
cases seen) in a relatively large sample of elderly people 
(3,417) referred to hospital in a period of two and a 
half years. It is of interest to note that we encountered 
more cases of hypothyroidism than hyperthyroidism ; the 
ratio was 2.9: 1. 

Starr (1954) has suggested that the early stages of 
hypothyroidism are asymptomatic and has advocated 
estimation of serum P.B.I. as a routine screening test 
for all middle-aged and elderly patients. We attempted 
in every case to assess the duration of symptoms, but 
accuracy was not possible in this respect. The majority - 
of cases indicated a duration of three to five years ; 
as most of them had come to live with their symptoms 
the actual duration was probably much longer. It is 
interesting to speculate on the age at which our cases 
first became hypothyroid and whether adequate treat- 
ment with L-thyroxine from this point would have 
reduced or even prevented the arteriosclerotic complica- 
tions which affected so many. We now have some 
experience of treating elderly hypothyroid patients who 
also exhibit evidence of myocardial insufficiency. A 
paper dealing with this subject is in preparation. In our 
opinion treatment of middle-aged or elderly hypothyroid 
patients should be undertaken with great care. If it is 
not possible for these patients to be seen frequently by 
a medical attendant and to rest physically during the 
initial few weeks of treatment, then treatment is best 
carried out in hospital. The decision to treat with 
thyroxine a middle-aged or elderly person showing signs 
of congestive failure or complaining of angina of effort 
should be taken only after the most careful assessment 
of cardiac and thyroid function. 


Summary 


Out of a total of 3,417 new patients referred to a 
geriatric unit during a period of two and a half years, 
there were 58 cases of hypothyroidism and 17 cases of 
hyperthyroidism. The incidence of hypothyroidism 
was 1.7% and of hyperthyroidism 0.5% of new cases 
seen. Details of diagnostic criteria and age distribution 
are given. It is suggested that hypothyroidism is a 


disease commonly confused with ageing. 


Among others we would like to thank Professor E. J. 
Wayne, Glasgow University, for sending us details of his 
“clinical index” and for much helpful criticism of the 
paper; Dr. H. Jackson, Christie Hospital, Manchester, for 
estimating serum protein-bound iodine in our cases ; Sister 
M. Seddon, who recorded most of the E.C.G.s; Mrs. M. 
Mansfield for technical assistance with B.M.R. estimations ; 
Mr. Smith, department of medical illustration, Manchester 
Royal Infirmary, for his help in formulating Fig. 1 ; Mr. C. 
Richardson, department of photography, Oldham and 
District General Hospital, who took the photographs ; and 
Mrs. J. Harrison for her clerical assistance. 
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DIABETES MELLITUS AND PRIMARY 
CARCINOMA OF THE PANCREAS 
BY 
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Primary carcinoma of the pancreas has often been 
reported in association with diabetes mellitus (Urmy, 
Jones, and Wood, 1931; Pygott and Osborn, 1937; 
Llamas and Molina, 1955). Marble (1934), in an exten- 
sive study of diabetes, regarded the relationship as purely 
fortuitous, a view supported by Joslin, Root, White, 
Marble, and Bailey (1946) and Lawrence (1955). Bell 
(1957), in a review of necropsy records, showed that 
cancer generally occurred less often in diabetics, with 
the exception of cancer of the pancreas, where the 
incidence was twice as great as in non-diabetics. We 
have recently observed a case of sarcoma of the pancreas 
in a patient who first attended the diabetic clinic 15 
months previously. This led us to review the case 
records of all patients with proved neoplasm of the 


’ pancreas and of all patients suffering from diabetes seen 


in this hospital during the years 1955—9.. We have found 
that certain types of diabetes are closely associated with 
this condition. 

Results 


Of 65 patients suffering from primary neoplasm of 
the pancreas in the period under review, 10 (15.4%) 
also had diabetes mellitus. Table I shows that the 
diagnosis was confirmed at operation in 53 cases (81%), 
a positive biopsy being obtained in 35 (53.8%). 
Necropsy was performed in 19 cases (29.2%). The 
mean age was 64.2 years (range 40-81 years) and the 
ratio males/females was 2.1/1. 

The symptoms thought to be due to carcinoma are 
arranged in order of frequency in Table II. The 
insidious nature of the disease may be judged by the 
mean duration of symptoms—5.8 weeks (range | day— 
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TaBLe 1.—Sex Distribution of Patients with Carcinoma of 
Pancreas, Mean Ages, and Method of Confirming Diagnosis. 
The Number of Diabetic Cases is Also Shown. 


| | | 
Year | No. | Male | Female) | ‘Diabetes Biopsy 
1955| 9 8 1 61 1 | 8 6 3 
1956 | 15 11 4 63 2 11 5 
1957 | 17 8 9 66:5 3 12 9 6 
1958 | 13 8 5 | 67-6 2 12 8 3 
1999} 11 | 9 | 2 61-2 2 10 7 3 
Total) 65 | ola | 


42 | 10 53 


Taste I1.—Frequency of Presenting Symptoms in Carcinoma of 


Pancreas 

Total No. of patients 65 

Weitht loss... 52 (80%) 
Jaundice 40 
Abdominal pain 36 (55-3%) 
Back pain 16 (246%) 
Diarrhoea A 13 (29%) 
Venous thrombosis 5(7-7%) 


15 months)—before admission to hospital, and the fact 
that only two cases were regarded as suitable for radical 
surgery designed to cure. The grave prognosis is 
emphasized by the evidence that 22 patients (33.8%) 
died in hospital on their first admission. Of the 65 
patients with neoplasm of the pancreas, 10 also had 
diabetes mellitus, and all 10 were investigated in the 
metabolic unit. The diagnosis of diabetes was con- 
firmed by the glucose-tolerance test. There is no record 
of the urine having been examined in four cases, two 
of the patients dying within 24 hours of admission to 
hospital. 


Case Histories of Diabetic Patients 


Case 1.—A man aged 69 attended the diabetic clinic and 
was found to have diabetes. One month after starting treat- 
ment he began to have abdominal pain. After another 
month he was admitted to hospital with obstructive 
jaundice. At laparotomy an inoperable carcinuma of the 
head of the pancreas was found, the diagnosis being 
confirmed by biopsy. 


Case 2._A woman aged 78 was admitted to hospital with 
weight loss, thirst, and polyuria of about two months’ 
duration and jaundice for one week. Diabetes. mellitus was 
found, and later a laparotomy disclosed an inoperable 
carcinoma of the head of the pancreas. 

Case 3.—A woman aged 72 was admitted with abdominal 
pain, the provisional diagnosis being subacute intestinal 
obstruction. The pain had been present for two weeks, but 
she admitted to having suffered from thirst and polyuria 
for five weeks. Diabetes mellitus was present, and 
subsequently a carcinoma of the body of the pancreas was 
seen at laparotomy. 

Case 4.—A woman aged 75 was admitted, having had 
severe back pain, anorexia, and nausea for six weeks. 
Glycosuria was noted and the diagnosis of diabetes was later 
proved. Laparotomy showed an inoperable carcinoma of 
the body of the pancreas. 


Case 5.—A man aged 62 had complained of polydipsia 
and polyuria for three months, and severe back pain for 
two months. He was admitted to hospital deeply jaundiced. 
A diagnosis of diabetes mellitus was established and treat- 
ment started, but he died after three days in hospital. 
Necropsy showed carcinoma of the pancreas with portal-vein 
thrombosis. 

Case 6.—A woman aged 63 gave a history of thirst and 
polyuria for five weeks. Diabetes mellitus was confirmed, 
but three days after admission to hospital she became 
jaundiced. A-tumour of the head of the pancreas was found 
at operation. She died one week later, and a necropsy was 
performed. 


Case 7.—A man aged 63 was admitted for investigation 
of jaundice and diarrhoea which had been present for five 
weeks. Glycosuria was found and the presence of diabetes 


_DIABETES AND CARCINOMA OF PANCREAS © 


BritisH 
MEDICAL JOURNAL 


mellitus established. At laparotomy a carcinoma of the 
head of the pancreas with metastases was seen. He died 
two weeks after operation, and a necropsy was performed. 

Case 8——-A man aged 68 was admitted with jaundice of 
two weeks’ duration, Diabetes mellitus was found in 
association with a carcinoma of the head of the pancreas. 

Case 9.—A man aged 63 was admitted with a history of 
back pain, weight loss, thirst, and polyuria of several weeks’ 
duration. Diabetes mellitus was found. A barium-meal 
examination showed distortion, widening, and irregularity 
of the duodenum consistent with a diagnosis of carcinoma 
of the pancreas. Operative intervention was refused, and 
he died three months later. 

Case 10.—A man aged 70 attended the diabetic clinic in 
October, 1957, with a complaint of weight loss, thirst, and 
polyuria for six weeks. Diabetes was diagnosed, and he 
was stabilized on 15 units of I.Z.S. In March, 1959, he 
was admitted to hospital complaining of increasing 
abdominal distension for one month. A large, smooth, firm, 
fixed swelling was present in the abdomen. Barium studies 
and pneumoperitoneum suggested a pancreatic cyst. There 
had been no deterioration in his diabetic state although he 
had clearly lost weight, accurate estimation being impossible 
owing to ascites and oedema. At operation in April, 1959, 
an extensive neoplasm replaced the pancreas, extending to 
the hilum of the spleen and infiltrating the duodenum. 
Histologically the tumour was a _ spindle-cell sarcoma 
(leiomyosarcoma) thought to be of relatively low-grade 
malignancy. No definitive procedure could be performed, 
and the patient died at his home two months later, 20 months 
after the discovery of diabetes. 

In all these cases, except the last, symptoms of 
diabetes preceded by a few weeks those ascribable to 
neoplasm of the pancreas, or the diabetes was discovered 
incidentally on admission without any clear history of 
the typical symptoms. All patients were over 60 years 
of age and none fell into the category of obese diabetics. 
The diabetic state was assessed as mild to moderate, 
never severe, and a family history of diabetes was not 
present in any of these cases. 


In Table III are recorded the number of new diabetics 
in age-groups seen in this region during the years 1955-9. 
729 patients were found to be suffering from this 
condition in a population of approximately 400,000, 
an incidence of 0.03% new cases a year. The incidence 
of diabetes in this region has been calculated as 0.75%, 
(A. Lyall, 1960, personal communication). Cancer of the 
pancreas is rare beford the age of 40 years (Bell, 1957). 
In Table IV are shown the numbers of stable and 
unstable diabetes in age-groups from 40 to 70+ years, 


TABLE HI. .—Age Distribution of New Cases of Diabetes, 1955-9 


we | <20 | 20-29 | 30-39 | 40-49 | 50 50-59 | 60-69 | 70+ 


1955 5 8 10 23 57 43 27 
1956 5 9 il 26 39 48 21 
1957 8 5 6 19 35 39 26 
1958 2 5 3 il 35 40 35 
1959 4 7 3 12 29 50 23 
Total 24 | 34 | 33 | 91 | 195 


| 220 


Taste 1V.—Incidence of Stable (S) and Unstable (U) Diabetes 
and Carcinoma of Pancreas (C) in Patients Over 40 Years 


40-49 50-59 60-69 70+ Total 

s |ujc 
1956 | 20|6| —| 35/4] —|46| 2 120] 14| 2 
1957 | 16 | 3] — | 35 |— | — | 34] 5|3| 109| 10] 3 
1958) 912) — | 341 36} 44:21 
1959 | 10} 2} — | 27|2}—|48| 106] 8| 1 
Total] 70 j2t — [20s | 15 | 7 126 | 3 586 | 52 | 10 
~ Carcinoma of the occurred only in unstable group. 


| 
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together with cases of neoplasm of the pancreas. Stable 
diabetes is the accepted classification where the patient 
is overweight, and is relatively insulin-resistant, with no 
tendency to ketosis or ketonuria. On the other hand, 
unstable diabetics are usually underweight, with a ten- 
dency to ketosis and ketonuria, and are relatively insulin- 
sensitive. No case of pancreatic neoplasm occurred in a 
stable diabetic. Of 52 cases of unstable diabetes, 21 
occurred in patients aged 60 and over and 10 (48%) of 
these had a primary neoplasm of the pancreas. We 
conclude that patients of this age-group found to be 
suffering from diabetes of the unstable type should be 
suspected of harbouring a pancreatic neoplasm until 
proved otherwise. 
Discussion 

The case records show that cancer of the pancreas is 
commonest in the sixth decade, the usual male/female 
ratio being 3/1 (Aird, 1957). The mean age in our 
patients (64 years) is higher than the 56 years reported 
by Berk (1941), and this may have an important influence 
on the association with diabetes which we have noted. 
The presenting symptoms, with the exception of those 
common to diabetes, conform to the accepted generality, 
the frequent occurrence of pain with jaundice being a 
noteworthy contradiction of older textbook references 
to painless jaundice in this condition. Back pain, 
emphasized by Silver and Lubliner (1948), was a 
prominent feature in 23%. Sproul (1938) noted the 
frequent occurrence of venous thrombosis in tumours 
affecting the body and tail of the pancreas. This 
occurred in five of our patients—carcinoma involving 
the body in two and affecting the tail in three, one of 
these being in a subject suffering from concomitant 
diabetes. 


Wilder (1940) suggested that cancer in the diabetic 
population was increasing, with carcinoma of the 
pancreas assuming greater proportions. Ellinger and 
Landsman (1944) have made similar observations, and 
Ingelfinger (1946) thought that this relationship between 
pancreatic carcinoma and diabetes was more than a 
casual one. Marble (1934) found a high incidence of 
pancreatic neoplasm in 10,000 diabetic patients and 
noted that the diabetes frequently preceded the 
carcinoma, often by a number of years. Bell (1957) 
found that the incidence of cancer is lower in diabetics 
than in non-diabetic subjects, with the exception of 
cancer of the pancreas and to a less extent cancer of 
the colon. Cancer of the large intestine is the 
commonest form of neoplasm in diabetic subjects, but 


the incidence of cancer of the pancreas in diabetics is _ 


more than twice that of the general population. 


Bell (1957) calculated from several reports that the 
incidence of diabetes in 390 patients with cancer of the 
pancreas was 7.7%. Green, Baggenstoss, and Sprague 
(1958) found that 4.3% of 209 cases had previously been 
diagnosed as diabetic, the average duration of the 
disease being 9.7 years. In 15.3% of their cases the 
diagnosis of diabetes was made after the appearance of 
symptoms ascribed to carcinoma of the pancreas. In 
oir cases, with the exception of the patient suffering 
from sarcoma, diabetes was discovered at the time of 
admission to hospital as a result of symptoms produced 
by the carcinoma, or the diabetic symptoms preceded 
this by a few weeks only. Thus there are two types of 
association: (a) cancer of the pancreas developing in 
patients who have suffered from diabetes for some 
years, and (b) cancer of the pancreas accompanied by 


diabetes of recent onset. Most of our cases appear to 
belong to the second group. Diabetes of recent onset 


~was found in 15.3% of cases of neoplasm of the 


pancreas, a figure identical to that of Green et al. (1958). 
The incidence of cancer of the pancreas in 729 new 
diabetic subjects seen in this region in the five-year 
period is 1.3%, and if only those patients over 40 years 
of age in the carcinoma of the pancreas age-group are 
included this rises to 1.8%. When patients over the age 
of 40 with diabetes are classified as stable and unstabl2 
it is clear that cancer of the pancreas affects the latter 
group to such a degree that it suggests cause and effect. 

It is rare for primary carcinoma of the pancreas 
associated with diabetes to cause a significant reduction 
of the islet cell tissue (Aird, 1957). It is even more 
remarkable that secondary carcinoma of the pancreas 
(which is not uncommon) has seldom been found to be 
associated with diabetes. Willis (1952) reported a case 
where this occurred from a primary tumour of the 
ovary in a patient who suffered from diabetes for two 
years. Cutforth and Powell (1958) described a case 
where secondary deposits from a carcinoma of the 
bronchus had destroyed about 80% of the pancreas. 
The first symptoms of illness occurred five weeks before 
death, and were those of combined diabetes and 
respiratory disease. 


Sarcoma of the pancreas is a rare condition (Hendry, 
1952), though one diabetic subject with a leiomyo- 
sarcoma has been reported by Ross (1951). The case 
we record appears to be the second showing this associa- 
tion, and the relatively slow-growing tumour suggests 
a direct relationship though we have no histological 
evidence to support it. This cannot, however, be held to 
account for the relationship between the two conditions 
in the remaining cases, and the aetiology of the almost 
synchronous appearance of the two conditions in many 
cases remains obscure. 


It is evident that careful consideration should be given 
to patients in the older age-groups presenting with 
diabetes of the unstable type, for the incidence of 
carcinoma of the pancreas in these patients is high. 
Schlesinger, Schwarz, and Wagenvoort (1960) have 
reached a similar conclusion in a recent study. 


Summary 


Carcinoma of the pancreas and diabetes mellitus are 
often associated. In patients who develop diabetes late 
in life, who are not obese, and who have no positive 
family history of this complaint, a full investigation 
should be performed to exclude pancreatic neoplasm. 

A case of leiomyosarcoma of the pancreas associated 
with diabetes mellitus of recent onset is reported. 


We are grateful to Dr. A. Lyall, consultant in charge of 
the diabetic clinic, for his encouragement to publish this 
report and for the data compiled in Tables III and IV. We 
are grateful to Mr. A. Fowler, consultant surgeon, for 
permission to publish details of Case 10. 
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INHERITANCE OF HAEMOCHROMATOSIS 


A REPORT ON A FAMILY WITH 
CONSANGUINITY 


BY 


R. H. DAVISON, M.A., M.B., M.R.C.P.Ed. 
Lately Medica! Registrar, Worthing Hospital 


Idiopathic haemochromatosis results from an inborn 
error of metabolism in which excessive absorption of 
iron from the gut leads to massive deposition of iron 
throughout the body. Although the disease usually 
occurs sporadically, a familial incidence is now well 
recognized, and has been reported on a number of occa- 
sions (Sheldon, 1935; Lawrence, 1935, 1949; Nuss- 
baumer ef al., 1953; Houston and Zilkha, 1955; 
Houston, 1957; McAlpine, 1959). The consanguinity 
of the parents has received attention in only one of these 
papers (Nussbaumer ef al.). The familial incidence is 
of considerable importance, as it must be taken into 
account in any theories on the aetiology of this disease. 

This paper reports a family in which a brother and 
sister have the disease and another sister, otherwise well, 
has a raised serum iron. Consanguinity is present, the 
patients’ mother having married an uncle. The family 
pedigree is: 


2 
Bes HAEMOCHROMATOSIS 


4 


RAISED SERUM IRON 


Case Report 


A housewife aged 55 was seen in August, 1960, 
complaining of fatigue and intermittent diarrhoea for four 
months. Her husband said that she had become increasingly 
forgetful and lethargic over the previous 12 months, often 
forgetting her shopping and other household duties. 
Menstruation started when she was 13 and was scanty, 
seldom lasting more than two days (her sister gave a similar 
menstrual history). The menopause was at 48. Her past 
medical history was not helpful. She had lived a good deal 
of her life abroad as her husband was in the consular service, 
and during a two-year stay in the Far East had been taking 
oral iron for an unspecified illness. 


Family History—The pedigree shows a brother (III 1) 
who died in France in 1948 when he was 43 and who had 
been treated in a Parisian hospital for diabetes and hepatic 
cirrhosis during the war. His sisters said he had always 
been a “funny colour.” Another brother (III 5) was a 
deaf mute and at the time of writing was still alive in France, 
but nothing further was known. A sister (III 4) died of an 
infection aged 7, and another sister (III 3) has been 
examined and found to have slight pigmentation of the 
forearms and a serum iron of 232 »g./100 ml. The iron- 
binding capacity was fully saturated. Both the patient 
(III 2) and this sister are married, and each has a son. 
Neither of these boys has evidence of haemochromatosis. 
The patient’s son (IV 1) had a serum iron of 60 »g./100 ml. 
and her nephew (IV 2) had a serum iron of 158 »g./100 ml. 
The iron-binding capacity was 330 »g./100 ml., and the 
glucose-tolerance test normal. The patient’s parents are 
both dead. The mother (II 1) died aged 80 of 
carcinomatosis after a carcinoma of the breast. No other 
abnormalities were noted during life; necropsy was not 
performed. The father (I 1) died aged 75 from coronary 
thrombosis and carcinoma of the bladder. Necropsy showed 
chronic venous congestion of the liver and histological 
changes of an early mild portal cirrhosis. He was not a 
diabetic. 


Examination——There was a  slaty-grey pigmentation. 
especially on the face, neck, and forearms. Axillary and 
pubic hair was scanty, and numerous spider naevi were 
present over the arms and chest. The liver and spleen were 
both palpable two fingerbreadths below the costal margin, 
and felt very hard. No clinical abnormality was present in 
the other systems. The urine contained a trace of albumin 
and 2% sugar. 

Investigations—Blood count: Hb 85%; W.B.C. 4,200 
(normal differential); B.S.R. 36 mm. (Wintrobe). Blood 
sugar 240 mg./100 ml. Serum iron 330 »g./100 ml. I.B.C. 
fully saturated. Liver-function tests: total proteins 6.7 g./ 
100 ml. (albumin 4.5 g., globulin 2.2 g.), electrophoretic strip 
showed some increase in a2-globulin. Flocculation tests 
normal. §.G.O.T. 75 units/ml. S.G.P.T. 58 units/ml. 
E.C.G.: sinus rhythm; rate 66/min.; P-R 0.2 seccnd; 
inverted T waves in leads II, III, aVF, and V1-6; R-T 
segments depressed in II and III, and raised in V4—-6. Liver 
biopsy: there was a well-established fibrosis of the inter- 
portal connective tissue and fibrous distortion of the lobes ; 
both connective tissue and hepatic cells contained excessive 
deposits of coarse haemosiderin ; haemofuscin not evident. 
Skin biopsy: pigmentation of basement membrane of sweat 
glands, but diagnostically inconclusive. Marrow puncture: 
normal cytology; granules of free iron pigment were 
scattered sparsely between the cells, and a few intracellular 
aggregations were present; the total amount was small. 
C.S.F.: normal manometrics and cells, etc. ; glutamine level 
22.7 mg./100 ml. Urine 17-ketosteroids 0.8 mg./day. Kepler 
coefficient 8.8. Urine 17-ketosteroids 8.3 mg./day after 
20 units of A.C.T.H. for seven days. Fishbach and Rous 
tests both negative. X-ray examination of chest and skull 
showed nothing abnormal. Straight x-ray film of abdomen 
showed some splenic calcification, but the hepatic shadow 
was normal. 
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Discussion 


There is a high incidence of raised serum-iron levels, 
diabetes, cirrhosis, and occasionally pigmentation in the 
siblings of haemochromatotic patients. Bothwell ef al. 
(1959) report 107 siblings, of whom half were affected. 
Finch and Finch (1955) found that 20% of relatives had 
raised serum-iron level, and Debré et al. (1952) have 
reported a similar incidence. The exact mode of 
inheritance in this disorder has been difficult to discern, 
however. 


According to Neel and Schull’s (1954) thesis, idio- 
pathic haemochromatosis is a familial disorder due to 
an autosomal gene which is transmitted as a Mendelian 
dominant, though with incomplete penetrance. Bothwell 
et al. believe that there is not only incomplete penetrance 
but also variable expressivity. The family reported here 
is interesting not only because of the consanguinity of 
the parents, but because neither parent showed any of 
the usual stigmata of the disease during life. There 
seems, therefore, no reason why the inheritance should 
not be through an autosomal recessive gene. Debré 
et al. (1958) in Paris believe that the increased rate of 
iron absorption characteristic of haemochromatosis may 
be determined by a single gene. When inheritance is 
homezygous an uncommon and fulminating type of 
haemochromatosis may result. In the heterozygous 
state a milder form is seen, with later onset of symptoms 
and signs. This is certainly in keeping with the clinical 
features of the family reported here. Some inquiry into 
the family pedigree and investigation of the relatives is 
clearly most important in this disease, and may often 
reveal both clinical and subclinical cases. 


Summary : 

A family is described in which two siblings have 

haemochromatosis and another has a raised serum iron. 

The parents were related, the patient’s mother having 
married an uncle. 


The disorder is probably transmitted by an autosomal 
recessive gene. 


The importance of examining a patient’s relatives | in 
tracing subclinical cases is emphasized. 


I thank Dr. H. I. C. Balfour and Dr. J. F. P. Skrimshire 
for permission to publish this case and for their help and 
encouragement. I am grateful to Dr. C. O. Carter, of the 
Medical Research Council Genetics Unit. Great Ormond 
Street Hospital for Sick Children. for reading the manuscript 
and making several helpful suggestions. 


REFERENCES 


Bothwell, T. H., Cohen, I., Abrahams, O. L., and Perold, S. M. 
(1959), Amer. J. Med., 27, 730. 
Debré, R., Dreyfus, J., Frézal, J., Labie, D., Lamy, M., Maro- 
teaux, P., Schapira, F ., and Schapira, G. (1958). Ann. Hum. 
Genet., 23. 16. 

—— Schapira, G., Dreyfus, J., and Schapira, F. (1952). Bull. 
Soc. méd. Hép. Paris, 68, 665. 

and Finch, C. A. (1955). Medicine (Baltimore), 


Houston, J. A ig Brit. med. Bull., 13, 129. 

—— and Zilkha. (1955). Guy’s Hosp. Rep., 104, 262. 
Lawrence, R. D. it 1935). Lancet, 2, 1055. 

mage 1, 736. 


. G. (1959). med, J., 2. 618. 
Neel, J. V., and Schull, W. J. (1954). Fd Heredity. Univ. 
Chicago Press. 


Nussbaumer, T., Plattner, H. C., and Rywlin, A. J. (1953). 
hum., 1, 53. 
hg (1935). Haemochromatosis. Oxford Univ. Press, 


CONTROLLED TRIAL OF “VIRUGON” 
IN TREATMENT OF MEASLES 


BY 
E. J. HOPKINS, M.B., Ch.B. 
ANNE M. PYE, M.B., B.Ch., L.M. 
M. SOLOMON, M.B., Ch.B., D.P.H. 
AND 
SYLVIA SOLOMON, M.B., Ch.B. 


General Practitioners, Liverpool 


We were interested in the claim that N1!,N!-anhydrobis 
(B-hydroxyethyl) biguanide hydrochloride (A.B.O.B.) is 
an effective and non-toxic antiviral agent. It is marketed 
in this country in combination with the solanaceous 
alkaloids atropine methonitrate and scopolamine metho- 
nitrate, which are thought to have a synergistic effect, 
under the trade name of “virugon.” Several workers 
believe that it is of value in the prevention (Bateson, 
1960 ; Bohmansson, 1960 ; Haglind, 1960 ; Sandahl and 
Sjéberg, 1960 ; Sjéberg, 1960a) and treatment (Stenkula, 
1959 ; Sjéberg, 1960a, 1960b) of influenza. 

There is evidence that A.B.O.B. administration 
reduces the mortality in young hamsters injected intra- 
cerebrally with measles virus (Farquhar, 1960). More- 
over, during an outbreak of measles 21 (24%) out of 88 
patients on placebo tablets developed the disease but 
only 11 (12%) out of 90 patients on A.B.O.B. were 
affected. However, A.B.O.B. did not seem to affect the 
severity of the measles in the cases in which it occurred. 
But it could be argued that A.B.O.B. prevented the 
occurrence of the very mild cases of measles and 
reduced the severity of the potentially severe cases to 
average level. 


Farquhar (1960) also quotes a “ double-blind ” trial 
of A.B.O.B. in the treatment of children with measles in 
which no significant difference was noted between the 
two groups. However, there were only five treated 
children and five controls in this investigation, and the 
tablets were not given until approximately one day after 
the rash appeared. 


We decided to carry out a double-blind trial to see 
if virugon really was effective in the treatment of 
measles. 

Method 


During a period of six months, beginning in Decem- 
ber, 1960, 41 patients with measles seen in our urban 
practice in North Liverpool were each given a bottle 
of tablets. The tablets contained either 100 mg. of 
virugon or a placebo. Each bottle was labelled with a 
code number, so that reference to a key, after the record 
card had been completed, enabled us to find whether 


TABLE I.—Comparison of the Two Groups of Patients 


Virugon Series Controls 
Total No. .. 19 
13/6 

4-6 years (S.D.=2) | 4:1 years 


(Standard error of di 
11 out of 19 (58%) | 11 out of 21 (52% ) 


No. with Koplik’s spots . 
Time ——— first seen and treat- 


nt begun: 
2 days before rash appeared .. 1 0 
Day pa ae 2 2 
of onset of rash 13 14 
» after onset of rash 3 6 


» 
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the patient had received virugon or the dummy tablets. 
The mother was instructed to give the child one tablet 
three times a day, or in the case of children under 3 
half a tablet three times a day. Subsequent analysis 
revealed that 19 patients received virugon and 22 inert 
tablets. In all cases treatment was begun on the day 
on which the patient was first seen. In the great majority 
it was on the day of onset of the rash (Table I). 


In addition to the trial tablets the patient was given 
whatever treatment we would normally have prescribed. 
This usually included an aspirin preparation (average 
dose, 24 gr. (0.16 g.) q.id.) and a cough mixture. 
Patients with chest signs or otitis media, children with a 
history of “ catarrh” or susceptibility to chest infection, 
and those who were very ill were generally given a 
sulphonamide (usually sulphadimidine suspension 
B.N.F.; average dose, 2 dr. (8 g.) stat. then | dr. (4 g.) 
t.d.s.) or oral penicillin (usually 125 mg. of phenoxy- 
methylpenicillin t.d.s.). Four of the virugon group and 
three controls were given sulphonamides. Of the five 
patients in the virugon series treated with penicillin one 
received sulphonamide simultaneously and another, who 
developed pneumonia, was later given oxytetracycline 
instead. Six of the controls had penicillin. One patient 
on virugon was given oxytetracycline from the onset. 


One of us made the clinical assessment in most cases. 
Although the other partners treated some cases, any 
subjective error would tend to be eliminated as each 
doctor saw cases in both groups. Also comparison of 
records made by the different observers showed very 
similar patterns, so we are satisfied that the participation 
of more than one doctor has not reduced the reliability 
of the findings. 

Results 


The 19 cases treated with virugon and the 22 cases 
given inert tablets appeared to be comparable, despite 
there being a higher proportion of males in the virugon 
series and a slight difference in average age. During 
the early stages the results suggested that virugon pro- 
duced a more rapid fall in temperature and a quicker 


TABLE II 
Virugon Series Controls 
General it of resp : 
Unsatisfactory .. ae 3 (16%) 2 (9%) 
Satisfactory .. me va 12 (63%) 10 (48%) 
Good .. 4(21%) 9 (43%) 
Complications 3 chest signs (1 | 6 chest signs (no 
severe pneu- serious chest 
monia). 3 otitis complications). 
media. | febrile 3 otitis media 
convulsion 
TABLE III 
Virugon Series Controls S.E. 
of 
No. of No. of| Diff. 
Read-| S.D. Read-| S.D. 
ings ings 
Average axillary tem- 
perature (°F.): 
Ist day (day = 
appeared) 100-87 | 15 1-47 | 100-82 | 13 1-45 | 0-55 
2ndday .. «- | 99°73 8 1-65 | 99-25 9 1:05 | 0-67 
3rd , 98-28 | 11 1-77 | 98-0 14 1:14 | 0-62 


Duration of rash in 


ys 416 | 18 1:3 18 1 0:38 
Duration of bed rest in 

ys 2-75 | 16 1-88 | 2-93] 15 1-65 | 0-62 
Duration of malaise in 


ys 3-66 | 15 1-85 | 2-79] 14 1-61 | 0-64 
Average No. of visits 3-18) 17 | 062) 3-1 21 0-87 | 0-076 


Total No. of cases. 19 22 


disappearance of the rash. However, as the series 
increased in size it became evident that there was no 
significant difference between the patients treated with 
virugon and the controls. The results are summarized 
in Tables I and III. 


No fair conclusion can be drawn from the incidence 
of complications, and in any case most of these were 
noticed on the first visit—i.e., before treatment was 
started. Incidentally, this adds force to the argument 
that prophylactic antibacterial drugs are of little value 
in the treatment of measles. 


One patient in the control series had nausea and 
vomited once. Apart from this no side-effects were 
observed. We did not inquire specifically for side- 
effects, nor stress unduly the experimental nature of the 
treatment. The absence of significant side-effects agrees 
with the observations of others (Almberg, 1959; 
Schersten, 1959 ; Heijbel and Magnusson, 1960 ; Holm- 
qvist, 1960; Sandring, 1960; Sjéberg, 1960a), although 
Bateson (1960) reported nausea and vomiting in 10% 
of cases on a dose of only one tablet twice daily. 


Conclusions 


We were unable to demonstrate that virugon, given 
in the dosage mentioned, was of any value in the treat- 
ment of measles. However, the rash was present before 
treatment was started in 16 out of the 19 patients given 
virugon. It has been suggested that the drug interferes 
with the development of the virus within the host cells 
(Liu and Engle, 1960), and if this is true it might not be 
effective unless given at the onset of the disease or at 
least before the rash has appeared. But, as stated 
previously, Farquhar (1960) observed that children 
developing measles during prophylactic treatment were 
as ill as the untreated cases. We must therefore 
reluctantly conclude that there is as yet insufficient 
evidence to justify the claim that virugon is of value in 
the treatment of children with measles even though it 
may be of use in the prevention of this condition. 


Summary 
Forty-one cases of measles were studied, using a 
double-blind technique, to assess the value of virugon 
in the treatment of children with measles. 


The drug did not demonstrably influence the course 
of the disease. 


No side-effects were observed. 


We thank Bayer Products for supplying the tablets and 
record cards used in this trial. 
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India had 34 medical colleges in 1950. By 1960 their 
number had grown to 61, and another 15 colleges are to be 
opened by 1966 under the Third Five-year Plan. 
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Antibodies to Cow’s Milk in Ulcerative 
Colitis 

Truelove (1961) reported the cases of five patients with 
ulcerative colitis who showed marked clinical improve- 
ment on withdrawal of milk from their diet and each 
of whom had a relapse on reintroduction of milk. He 
calculated that the odds were 1,000 to 1 against all of 
these cases relapsing by chance alone within days or 
weeks of restarting milk. The work presented here 
supports the contention that sensitivity to milk plays 
a part in the pathogenesis of ulcerative colitis. 


Truelove’s report is one of a number which over the 
years have claimed that food allergy is an important 
aetiological factor in ulcerative colitis. Andresen (1942) 
wrote that in 66% of 50 cases of ulcerative colitis food 
allergy was definitely demonstrated to be the cause of 
the disease and that these were all successfully treated. 
In 84% of his cases milk was the offending food, and 
it was the sole agent in 40%. Mackie (1938) and Rowe 
(1942) also reported series of ulcerative colitis cases in 
which they claimed definite indications of food allergy, 
milk again being the important food in this respect. 

That protein in the diet may pass through the 
intestinal mucosa unaltered in sufficient amount to 
stimulate antibody production is known. Anderson 
and Schloss (1923) described the findings of precipitating 
antibodies to cow’s milk in the serum of infants with 
diarrhoea ; they were able to sensitize passively guinea- 
pigs with serum from such patients so that the 
guinea-pigs suffered from anaphylaxis on intravenous 
challenge with cow’s milk. Gunther et al. (1960), using 
the more sensitive tanned-red-cell haemagglutination test 
(T.R.C.H.), showed that 98% of normal infants between 
3 and 97 weeks had circulating antibodies to cow’s milk, 
while 50% of normal adults had similar antibodies but 
to a much lower titre. 


MATERIAL AND METHOD 


There has been great reluctance on the part of 
clinicians to accept allergy as an important feature in 
the pathogenesis of ulcerative colitis ; this may be due 
to the time and difficulty involved in substantiating such 
a hypothesis. In view, however, of the continued 


though sporadic reports over the past 40 years, it seemed - 


worth while re-examining this theory. As a first step 
the sera from 40 patients with the disease were examined 
for antibodies to cow’s milk, using the T.R.C.H. method 
(Boyden, 1951). 

The sera were inactivated at 56° C. for 15 minutes 
and absorbed with washed sheep red cells and with 
bovine serum. A 4% suspension of freshly washed 
sheep red cells was mixed with 1/20.000 tannic acid 
(Merck) in buffered saline. After 20 minutes at 37° C. 
the cells were deposited by gentle centrifugation and 
washed once in buffered saline then resuspended as a 
2% suspension. This suspension of tanned red cells 
was then exposed to an equal volume of 0.5% protein 
concentration of cow’s milk in buffered saline. After 
45 minutes at room temperature the cells were again 
deposited by gentle centrifugation and washed three 
times in buffered saline. The test was then carried out 


in “ perspex” trays, 0.1 ml, of sensitized tanned red 
cells being added to 0.1 ml. of serial dilutions of the 
sera. Unsensitized red cells were also mixed with each 
serum and the inhibition test was also done on each 
one as controls. Sera from 40 “normal” people and 
40 hospital patients with non-alimentary conditions were 
also examined. 


RESULTS 
The results are shown in the Table. Statistical 
examination of these figures shows that there is no 
significant difference in the proportion of positives in 
these groups (x? test). On average 36.1% +4.4% were 
positive. 


Results 
: Number of Cases 
T 
re Normal Non-alimentary | Ulcerative Colitis 

0 24 29 24 

4 2 

4 3 2 1 

8 4 2 1 
16 4 1 
32 3 1 5 
64 1 
128 1 a= 4 
256 1 
512 1 


The figures were then examined to see if the mean 
end-points of the positives differed between the three 
groups of patients. To do this, arbitrary scores of 
0, 1, 2, 3, 4, etc., were allocated to the dilutions 1:1, 
1:2, 1:4, 1:8, ete. Comparing the “normals” and 
“non-alimentary” groups in this way, the mean 
difference and its estimated standard error were 
calculated as 0.42 and 0.74 respectively, giving a t(,,) 
of 0.57, which is not significant. Then, comparing the 
pooled “normal” plus “non-alimentary ” figures with 
the ulcerative colitis group, the mean difference and 
its standard error were again calculated as 2.80 and 0.59 
respectively ; the t,,,, in this instance is 4.7, which is of 
definite significance (P<1 : 1,000). 

One may conclude that those of the ulcerative colitis 
group that are positive have a definitely stronger 
reaction than the others. It is clearly impossible 
to state the relevance of these results to the patho- 
genesis of ulcerative colitis, but they are of sufficient 
interest to justify further investigation along immuno- 
logic lines. One further control would be to examine 
the sera of these patients for antibodies to other proteins. 
This has been done with respect to ovalbumin. While 
a small number in each group gave positive results there 
was no significant difference in the proportion of 
positives or in the mean end-point of the positives. 


SUMMARY 


With the tanned-red-cell haemagglutination test for 
the detection of antibodies to cow’s milk proteins in 
three groups of people—“ normal,” “ non-alimentary,” 
and “ulcerative colitics”—it was found that the 
proportion of positives did not significantly differ. 
However, those of the ulcerative colitis group who were 
positive had a significantly higher titre than the others. 


I gratefully acknowledge the advice and criticism of Pro- 
fessor J Squire and Professor P. G. H. Gell. Department 
of Experimental Pathology, in carrying out this work and 
preparing this paper. I also acknowledge the advice of 
Professor H. E. Daniels, department of mathematics, on the 
statistical evaluation of the results. The serum was obtained 
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from patients under the care of Mr. Bryan Brooke, reader 
in surgery, and Dr. Clifford Hawkins, of the Queen Elizabeth 
Hospital, Birmingham, whom I thank for their co-operation. 


J. G. Gray, F.R.CS., 
Department of Experimental Pathology, 
University of Birmingham. 
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Photodermatitis from Soaps 


In dermatological departments during the last two or 
three months of 1960 we saw the first of a series of 
patients who presented with an unusual and uniform 
dermatitis. Many patients (mostly men) with the same 
condition were seen in the early summer of 1961, and 
up to the time of writing we are still seeing new cases. 

The appearances are shown in the accompanying 
photographs. The sharp limitation of the eruption to 


the light-exposed areas suggests a photosensitivity. 
These patients have a confluent itchy dermatitis of the 
whole of the face, neck, ears, and forehead; and in 
many cases the backs of the hands and lower parts of 
the forearms are affected. In the more acute cases the 
diffuse redness is accompanied by oedema which is most 
pronounced in the eyelids, and there may be serous 
exudation, particularly on the ears and chin, and 
vesication on the fingers. In a less acute phase the 
diffuse redness is accompanied by scaling, fissuring, and 
tenderness. Most cases show a sharp line of demarcation 
where the collar comes or at the hatband margin of 
the forehead if a hat is worn ; the hairy scalp is spared. 
Although the clinical picture strongly suggests an actinic 
dermatitis, certain unusual features are seen—namely, 
the severe involvement of the eyelids, the whole of the 
pinna and retroauricular fold, and the webs and sides of 
the fingers. 


These patients at first presented a diagnostic problem, 
but eventually we found that almost every one of them 


admitted to having used one of two different brands 
of soap. We had learnt of Wilkinson’s (1961) 
investigations into the same problem as it affected a 
group of factory workers, and we received very useful 
co-operation from the research department of the soap 
manufacturers as soon as our problem had been brought 
to their notice. Tetrachlorosalicylanilide, a new 
germicide believed to have certain advantages, was 
introduced into these two soaps in the middle of 1960, 
and we understand that it was withdrawn in October, 
1960, because of certain evidence that it was capable of 
producing skin sensitization ; steps have now been taken 
to withdraw stocks of the two — containing this 
chemical. 

Tetrachlorosalicylanilide is a Seancaen substance and 
is both a photosensitizer and a contact sensitizer. Many 
patients with this specific soap dermatitis show an 
ordinary positive reaction to patch testing with 1% (or 
less) of the chemical dissolved in a suitable solvent, but 
in a number of cases the patch test must be followed 
up with exposure to light in order to obtain a positive 
reaction., So far we have carried out tests on 102 


patients (87 men and 15 women) with the clinical picture 
described above: 90 gave positive patch tests and 12 were 
negative. 


Out of a group of 74 patients, 26 had an 
ordinary positive reaction to a closed 
patch test with 1% _ tetrachloro- 
salicylanilide applied to the back, but 
in 48 cases a positive reaction could 
be produced only by additional 
exposure of the test area to a 
suberythema dose of ultra-violet 
light. Control tests on _ people 
who had not had previous contact 
with tetrachlorosalicylanilide were 
negative. 

We have found that the dermatitis 
usually subsides within a few weeks 
of avoiding the particular soap; 
some cases have been persistent, 
while in several instances there have 
been acute relapses on _ further 
exposure to sunlight, even though 
there has been no more contact with 
the 

Many general practitioners must 
have seen this kind of dermatitis over 
the past nine months, and may have 
had some difficulty in discovering its exact cause, as 
indeed we had at first. The fact that a man has used 
the same brand of soap for many years can mislead 
unless it is realized that new chemicals may have been 
added. A full account of our patients. will be published 
elsewhere, but this brief report is presented because 
sporadic cases are still being seen. 


C. D. CaLNAN, M.B., M.R.C.P., 
R. R. M. Harman, M.B., M.R.C.P., 
G. C. WELLS, M.B., F.R.C.P., 

St. John’s Hospital for Diseases of the Skin, London. 
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The International Red Cross is to build a hospital and a 
nurses’ training school at Agadir, Morocco, with money left 
over from the earthquake relief fund. 
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Dermatitis Caused by Penicillin in 
Bulked Milk Supplies 


Mastitis in cows is treated by injecting penicillin direct 
into the affected teat, and this has led to the widespread 
contamination of milk with penicillin. Such milk may 
cause reactions in sensitized individuals who drink it 
(Welch, 1957; Vickers et al., 1958). The present case 
is reported because it is the first example of such a 
reaction in this country resulting from penicillin in 
normal bulked milk supplies. 


Case REPORT 


The patient, a married woman aged 25 with two children, 
first attended hospital in January, 1958, with a seven-months 
history of a patchy, itchy eruption on the face, arms, and 
upper trunk. This had originally appeared the day after 
beginning a course of intramuscular penicillin. It cleared 
in two months, but recurred a month later, after a second 
course of penicillin, since when it had been persistent. She 
had received courses of penicillin in 1952, 1954, and 1956 
without ill effect. 


On examination there was a moderately severe patchy 
subacute eczematous eruption on the face, arms, and 
trunk. 


The condition persisted in a remittent fashion over the 
next year, exacerbations always beginning with burning and 
swelling, first of the eyelids and then of the other involved 
areas, eczematization following within a few days. 


Investigations ——Because the diagnosis at first was thought 
to be allergic cqntact dermatitis, a large number of patch 
tests were performed against a variety of substances, 
including penicillin, but all were negative. Finally, intra- 
dermal tests were carried out and she was found to be 
highly sensitive to penicillin (1 unit in 0.1 ml.) but not to 
milk. All dairy products were then removed from her diet, 
whereupon the eruption cleared. Over the next few months 
relapses occurred whenever she had fresh, boiled, or 
powdered cow’s milk, goat’s milk, or butter. She also 
reacted to fish fingers, a form of precooked food prepared 
with powdered cow’s milk. However, a sample of milk to 
which she had apparently reacted was not found to contain 
penicillin on analysis. Repeated attempts at passive transfer 
of the sensitivity by injecting 0.1 ml. of the patient’s serum 
intradermally into volunteers, who then took 250 mg. of 
penicillin V.K. thrice daily for four days, all failed. Thus, 
because the diagnosis of dermatitis caused by penicillin in 


milk could not be conclusively proved, she was admitted. 


to hospital for further investigations under controlled 
conditions. 


To begin with, all dairy products were excluded from the 
diet and she remained well. On adding 300 ml. of hospital 
milk daily (obtained from the normal London supplies) she 
relapsed. She was then given milk obtained from a private 
source and known to be free from penicillin, and she 
remained well. When 40 units of penicillin per day was 
added to this milk she relapsed, but not when both this 
amount of penicillin and 1 ml. of penicillinase were added. 

Since the diagnosis now appeared to be proved beyond 
all doubt, further samples of milk were sent to be analysed 
for their penicillin content. Here it should be pointed out 
that the interpretation of the results of such an analysis is 
always fraught with difficulty. Delay must inevitably occur 
between the milk being delivered to the hospital and being 
sent to the analyst, because it has first to be shown that the 
patient reacts to that particular sample. This means that a 
possible error is introduced, since, in the process of souring, 


the milk becomes contaminated with pencillinase-producing 
organisms. In an effort to provide some sort of control in 
the present instance, 40 units of penicillin was added to a 
second sample of milk delivered on the same day, and this 
too was sent to the analyst. The samples were analysed 
approximately 48 hours after their delivery to the hospital. 
Both were found to be teeming with organisms, many of 
them penicillinase producers, but in each specimen the 
penicillin content was found to be 0.03 unit per ml. 

Treatment.—Attempts at desensitization by the oral route, 
starting with one unit a day and slowly increasing, had to 
be abandoned. In the first course the patient reacted 
severely to 15 units in a day. This represents only 500 ml. 
(about 3 pint) of milk with a penicillin content of 0.03 unit 
per ml. In the second course she was unable to take more 
than 5 units a day, in spite of also taking antihistamines. 
On discharge from hospital penicillinase was added to her 
home miik supply. To begin with, the amount was 
calculated on the assumption that 1 ml. of penicillinase 
solution inactivates 100.000 units of penicillin per ml. This 
amount was totally inadequate, and resulted in a severe and 
prolonged relapse. The necessary amount has now been 
judged entirely on clinical grounds. For the last six months 
she has remained completely symptom-free on 0.75 ml. of 
penicillinase per pint (568 ml.) of milk, but relapses when 
the dose is reduced to 0.5 ml. 


COMMENT 


The correct diagnosis was obscured in the present 
instance by the fact that, although the case was one of 
dermatitis, patch tests were negative. Intradermal tests 
are usually necessary only in cases of urticaria. How- 
ever, both types of investigation should be performed in 
cases of suspected penicillin sensitivity. 

Now that penicillinase is freely available, proof that 
a reaction is being caused by penicillin in milk will be 
relatively easy. Penicillinase should be added to the milk 
in a ratio of 1 ml. per pint, care being taken to exclude 
all other dairy products and certain precooked foods. 
Having established the diagnosis, desensitization can be 
attempted ; but this is a hazardous undertaking in cases 
so sensitive as to react to such small amounts of 
penicillin, and in the present instance it only resulted 
in increasing the sensitivity. Continued use of peni- 
cillinase appears to be the safer and simpler procedure. 


Since neither the number of individuals sensitive to 
penicillin nor the amount of penicillin in milk appears 
to be decreasing, further examples of this type of case 
will almost certainly occur. 


We would like to thank Professor L. P. Garrod and Dr. 
R. C. Wright for arranging and carrying out the analyses, 
Mr. Rupert Corbett for his delicious penicillin-free milk, 
and Messrs. Burroughs Wellcome for their generous supply 


of penicillinase. 
Borrie, M.D., F.R.C.P. 
JoHN Barrett, M.B., B.S. 


Departments of J 
St. Bartholomew’s and Barnet Genera: Hospitals. 
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The most recent issue of Pakistan Quarterly (volume X, 
No. 2) is a special science number. It includes chapters on 
King Edward Medical College, Lahore; Khyber Medical 
College, Peshawar ; the Basic Medical Science Institute ; and 
the Malaria Institute of Pakistan, Dacca. Inquiries should 
be addressed to the editor, Pakistan Quarterly, P.O. Box 
183, Karachi, Pakistan. 
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- Disagreement over matters of detail and perhaps over 
Reviews some of substance, such as the mechanics of lubrication, 
and minor criticisms of presentation (the undifferen- 
tiated Davies’s on p. 28 are confusing) are inevitable 
JOINTS in any book as lively as this one ; but these are of no 
Synovial Joints. Their Structure and Mechanics. By CH consequence in comparison with its solid worth. It will 
Barnett, M.A., M.B., F.R.C.S., D. V. Davies, M be welcomed particularly by clinicians who are not 
and M. A. Mact onal, 304 content with a superficial knowledge of the structure 


During recent years * Bone” has had a very good press, 
but “ Joints” have not—which is remarkable when one 
considers the vast numbers of people with joint disorders 
of one sort or another. There have long been rather 
stuffy sections in anatomy books entitled arthrology, 
but little that covered the whole field of normal joint 
structure and behaviour. This is what Synovial Joints, 
Their Structure and Mechanics by Barnett, Davies, and 
MacConaill sets out to do, and the question here is 
whether they have done this in such a way as to attract 
the clinical reader. I believe they have. Without 
making their book exactly popular, they have put it 
together in such a way as to make attractive though not 
invariably easy reading. Technicalities are kept within 
bounds, and it is remarkable that they have almost 
completely suppressed the mathematical aspects of the 
subject which frighten the life out of most readers. And 
the book is of comfortable length. 

There are four sections. The first is on joint 
components ; the second deals' with what is called the 
biology of joints, which ranges widely from certain 
anatomical features to, rather surprisingly, evolution ; 
the third, joint mechanics; and the fourth, function. 
The style is by no means uniform. There are stodgy 
patches here and there, as in the sections dealing with 
the chemistry of cells, matrix, and synovial fluid. This 
particular example is unfortunate, because this is the 
field of joint physiology in which development is most 
rapid and most promising. By contrast the authors let 
themselves go on joint mechanics (paying graceful and 
well-deserved tribute to Thomas Walmsley), and the 
reader is carried along by the enthusiastic narrative. I 
like them for this, because they show that, though 
anatomists, they are still human and not afraid of 
becoming excited about those aspects of joint structure 
and function to which they themselves have made 
significant contributions. 

Yet it must not be inferred that the reader is given 
unduly large slabs of Barnett, Davies, and MacConaill. 
They range very widely over the literature and go back 
a long way. Thus, this book, though of modest size, has 
standing as a work of reference and is an excellent 
starting point for anyone wishing to pursue intensively 
some single aspect of arthrology. It will cheer the hearts 
of clinicians to discover how much their contributions 
are appreciated by these broadminded anatomists. They 
also make use of comparative anatomy. In experi- 
mental work we often try to learn something by 
modifying one factor and seeing what happens. This is 
very clumsy and perhaps futile when dealing with 
structures as sensitive as joints. But an answer, or a 
near approach to it, may sometimes come from a study 
of variations occurring throughout the animal kingdom, 
and particularly so where shape matters, as it does with 
joint surfaces. The authors score high marks here. 
Some of their invitations are irresistible: on page 212 
“ The reader is recommended to look at the ankle joint 
of a sheep, readily obtainable at the butcher’s shop, if 
he wishes to confirm for himself the truth of this 
statement.” 


and function of joints. 
H. J. SEDDON. 


THE PROBLEM OF HYSTERIA 

Hysteria. Reflex and Instinct. By Ernst Kretschmer, M.D. 

(Pp. 162+vii. 30s.) London: Peter Owen Limited. 1961. 
Professor Kretschmer is famous for his many contribu- 
tions to psychiatry, some of them of great and lasting 
importance. In this volume he tackles one of the oldest 
and most difficult psychiatric problems and seeks to 
provide a neurophysiological basis for the mechanisms 
of hysteria. He regards the characteristics of hysterical 
symptoms as being, first, ontogenetically determined 
patterns of reaction “ prefigured ” in the nervous system, 
and, secondly, deliberately induced. In Part I he 
develops these points and seeks to show the relationship 
of hysterical patterns of behaviour to impulsive or 
instinctive patterns of behaviour. In a problem situation 
two broad methods of response are possible. A man 
who cannot adjust himself to the horrors of war 
manceuvres himself into an office job ; this is an example 
of an adaptive reaction, a type peculiar to man. Another 
man is found wandering among the trenches after a 
heavy bombardment; this is a hysterical or panic 
reaction. The latter type of reaction is common to all 
members of the animal kingdom, and the author calls 
it the “instinctive flurry” or “hysterical flurry.” It 
is biologically older than the adaptive reaction by which 
it has generally been replaced in man. It is only when 
a man cannot deal with a situation by adaptive behaviour 
that he falls back on the phylogenetically older pattern 
of response. The hysterical reaction bears the same 
relationship to the adaptive reaction as the instincts do 
to the intellect. 

Professor Kretschmer then discusses various behaviour 
patterns of the lower animals—for example, the 
immobility of some animals under stress and the death 
feint—and compares these with cataleptic and hypnoid 
phenomena, stupor, hysterical blindness, and so on—not 
a convincing analogy. He describes the hysterical 
personality as characterized by sexual immaturity. 
There is also physical immaturity shown by the findings 
in a series of hysterics that, for example, 80% had 
“genital hypoplasia” (unspecified) and 50% had a 
uterus “the size of a chestnut or smaller.” 

The second part of the book consists of the “ psycho- 
physical dynamics ” of hysteria. There is much dubious 
neurophysiology, but the main thesis is that there are 
two wills—first, an instinctive will reacting to stimuli, 
and, secondly, a rational, conscious, or purposive will 
reacting to motives. The instinctive will is called 
hypobulic because it utilizes lower pathways. It is the 
ontogenetic and phylogenetic lower stage of the rational 
will. In the normal adult the rational will is dominant, 
but the hypobulic will remains an independently 
dissoluble constituent, and, if a person is rendered 
insufficient by a sudden psychic shock (many examples 
are taken from war cases) or chronic affective 
disharmony, the hypobulic will assumes the leadership 
and childhood patterns of reaction appear; that is 
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hysterical behaviour. The hypobulic and the rational 
will are in conflict in the hysteric, but the hypobulic will 
dominates. 

I hope that the above does Professor Kretschmer 
justice. It may not entirely do so, for it has been 
abstracted from a book which strikes the English reader 
as vague, diffuse, verbose, and often obscure. It is not 
possible to say how far such faults are the responsibility 
of the author or of the translators without referring 
to the original volume, whose date of publication is not 
stated. The translators must be held responsible for 
such odd statements as “Pleura is very rare among 
healthy women and therefore has great importance as 
an intersexual stigma” and the use of words like 
“acromicri.” One feels that they were constantly 
referring to an old-fashioned dictionary. On the author’s 
side, one regrets the fact that he never distinguishes 
between the two types of case he discusses: the gross 
conversion hysterics of war and the sexually immature 
hysterical personality. However, the chief point of 
criticism which will be made by the English reader, 
though not the German, is that the approach is philo- 
sophical rather than pragmatic. The stimulating ideas 
which Professor Kretschmer advances and the freshness 
of his thinking are poorly supported by solid evidence. 
There is a superstructure of theory bolstered by 
anecdotes of war cases and a poorly described analysis 
of the constitution and characteristics of hysterics, but 
very little in the way of facts which relate to the theory 
proposed. 

A. W. BEARD. 


THE ADRENAL CORTEX 


The Adrenal Cortex. The cvoreings of a Symposium 
Organized by the Association of Clinic Pathologists held in . 
London at the Royal Society of 14-15, 
1960. Edited by G. K. McGowan and M. Sandler. Fe 28 226 
+xii ; 

ing Co. Ltd, 1 


+e 25s.) London: Pitman Medical 

Though we all now realize the importance of the adrenal 
cortex, many of us are put off by the complexity of its 
biochemistry, especially in relation to tests of adreno- 
cortical function. The outlook to-day is in fact clearer 
than seemed possible ten years ago. Essential tests are 
becoming fewer and more specific, and this is happening 
faster than the situation can be reappraised in the text- 
books. Hence the importance of this compact and 
businesslike volume, published under the general 
heading of “ Chemical Pathology in Relation to General 
Medicine.” It records the proceedings of a symposium 
held in October, 1960, under the chairmanship of 
Professor C. H. Gray, and organized by the Association 
of Clinical Pathologists. The object was to bring 
together pathologists and clinicians to discuss the theory 
and technique underlying biochemical tests of adreno- 
cortical function, and their application to diagnosis and 
treatment. Each of the 17 authors is a noted authority 
in his field. Between them they have covered most 
aspects of the subject in sufficient detail to satisfy all 
but the most specialized appetites. 

The first half of the volume is devoted to chemical 
pathology. Introductory sections deal with the anatomy 
and physiology of the adrenal cortex and the chemistry 
and pharmacology of adrenocortical hormones. There 


follow seven sections on techniques for estimating 
adrenal steroids and their metabolites in blood and urine, 
including a section on protein-binding of adrenocortical 
hormones. 


The second half is concerned with clinical applica- 
tions, and is of equal value to pathologists and clinicians. 
Finally, there is an appendix on the nomenclature of 
steroids and a glossary of terms used by the steroid 
chemist. These two sections, together with a frontis- 
piece map showing pathways of steroid metabolism, 
spare many a headache to the general reader, who is so 
often wrongly assumed to have mastered the jargon. 

The editors are to be congratulated on having 
produced in so short a time an authoritative volume 
which will serve as a vade-mecum to all who may 
be concerned, even marginally, with adrenocortical 
function. 

OLIVER GARROD. 


BODY FLUIDS 


Blood and Other Body Fluids._ Analysis and Compilation by 
Philip L. Altman Edited by Dorothy S. Dittmer. Prepared 
under the auspices of the Committee on Biological Hand- 
books. (Pp. 540+xvii. $10.) Washington: Federation of 
American Societies for Experimental Biology. 1961. 


This remarkable volume, prepared under the direction 
of the Committee on Biological Handbooks, Federa- 
tion of American Societies for Experimental Biology, 
contains an extremely comprehensive collection of 
data on blood and other body fluids of man and of a 
large number of animal species, both vertebrate and 
invertebrate. 

The contents are well indexed and conveniently 
arranged in a manner which makes reference easy, the 
numerical data being presented chiefly in tables, though 
charts, graphs, and nomograms are used when appro- 
priate. Detailed information is provided on the physical 
properties and general chemical components of blood ; 
the blood electrolytes ; nitrogenous substances ; lipids, 
carbohydrate, and miscellaneous organic acids; vitamins, 
hormones, and enzymes; the blood cells; patterns of 
oxygen dissociation; arteriovenous differences; acid- 
base balance; the effects of altitude shock, radiation, 
and storage on the blood ; theories and tests of coagula- 
tion ; and the varieties and distribution of blood groups. 
Among other body fluids are included haemolymph, 
cerebrospinal fluid, water and electrolytes of nervous 
tissue, the synovial, serous, and perivisceral fluids, body 
water, the urine, digestive and reproductive secretions, 
fluids in pregnancy, milk, dermal secretions, and fluids 
of the ear and eye. 

Almost all the figures quoted in the book are 
supported by reference to original reports, and the 
services of 380 experts have been used to achieve a 
high degree of accuracy in selecting the most authentic 
data. The result justifies the formidable labour of 
compilation. This handbook will certainly prove 
invaluable as a reference work in most biological 
laboratories. It is warmly recommended. 


F. G. J. HAYHOE. 


ANIMALS PARASITIZING MAN 


Animal Parasites in Man. By N. H. Swellengrebel, Ph.D., 
M.D., and M. M. Sterman, M.D. (Pp. ts: illustrated. 
67s. 6d.) Toronto, New York , London: D. Van Nostrand 
Company, Inc. 1961 


Whether the title of this book is to be taken to mean 
“ parasites of animals in man” or “ animals parasitic in 
man,” no one will find any signs of ambiguity in its 
contents, which are a straightforward presentation of 
the protozoa, helminths, and arthropods of medical 
importance. The introduction (“ Parasites and their 
Hosts ”) makes it clear that “ animals parasitizing man ” 
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is what is meant. It also contains an interesting general 
discussion of host-parasite relationships and definitions 
of the different kinds of reservoir hosts. The systematic 
part of the book (pp. 15-557), which is in five sections— 
protozoa, trematoda, cestoda, nematoda, and arthropoda 
—gives excellent accounts of the morphology and life 
cycles of these parasites, together with their diagnosis 
and treatment and other relevant information. In the 
last part (VI) technical methods and diagnostic 
procedure are covered in six chapters ; the information 
is up to date and well presented. 

The six parts comprising this volume are subdivided 
into a total of 40 chapters, each of which concludes with 
a list of references to the authors quoted. At the end 
of the book is a comprehensive alphabetical list of 
authors’ names and a subject index. 

It is a refreshing experience to pick up a new textbook 
on parasitology and find it free of the inaccuracies too 
often perpetuated in books of this kind ; to read it with 
pleasure because of its attractive style of writing and 
the very clear type-face employed; and to enjoy the 
many new illustrations which replace the indifferent and 
too familiar old ones, which have been handed down and 
often are not improved by repeated reproduction. This 
volume, though not of the same magnitude, calls to mind 
the work of another distinguished and enthusiastic 
parasitologist, Emile Brumpt, whose Précis de Parasito- 
logie is now a classic. Professor Swellengrebel and his 
co-author may be ranked with Brumpt in producing a 
textbook of outstanding excellence for which one may 
safely predict an honoured and enduring place among 
discerning parasitologists. 

J. J. C. BUCKLEY. 


Chemical in Medicine, y R. 
Oxford: black ublications. 1960. 


This book contains full experimental details of the 
methods used by the author in the laboratory of the 
Hospital for Sick Children in London, and will prove 
extremely useful to all clinical laboratories faced with 
similar problems, Although he mentions the use of 
ultramicro methods, the present volume is concerned 
only with the conventional micro methods using volumes 
of blood from 0.05 to 0.2 ml. The application of such 
methods to infants requires, of course, a good technique 
for blood collection and this is also described in detail. 

Most of the estimations are therefore familiar ones 
but scaled down for special requirements, and some of 
them—for example, those for serum calcium and 
magnesium—are original methods previously published 
by the author. The use of automatic analytical methods 
is not considered, no doubt because they employ at 
present too much material, which suggests an interesting 
field for the future. A useful section on the number 
of laboratory staff required and a restricted but well- 
selected list of references are included. The author’s 
figures for normal values in children form a valuable 
addition to the book. 

The relatively high price is no doubt due to the 
‘iHustrations, which are, however, well produced and 
help to make the book very readable. It can be 
recommended to all biochemists who require to make 
the best use of limited amounts of material, and will 
no doubt be purchased by all engaged in clinical 
chemistry in relation to paediatrics. 

N. F. MACLAGAN. 


JUVENILE PERSONALITY PROFILES 


An Atlas of Juvenile MMPI Profiles. By Starke R. 
Hathaway and Elio D. Monachesi. (Pp. 
Minneapolis: University of innesota Press. London 
Oxford University Press. 1961. 


The M.M.P.I. (Minnesota Multiphasic Personality 
Inventory) is composed of 550 statements to be 
answered by the alternatives “true,” “false,” and 
“cannot say.” It is widely used in the U.S.A. to help 
to diagnose individuals according to the various 
Kraepelinian categories of pathology. In an earlier 
publication Hathaway and Mehl produced an “atlas” 
for the clinical use of the M.M.P.I. in which the scores 
of psychiatric patients—together. with psychiatric, per- 
sonal, and social data—were presented in the form of 
short case histories. This volume uses the same 
technique to describe 1,088 Minnesota adolescents, 
“mostly average boys and girls, normal or near it . . 
mostly ordinary good boys, girls and their families, 
characterized without malice by those who knew them.” 
They were tested at 14 years of age. Three years later 
information was collected about them, and some of 
them were re-tested. The cases presented are of children 
with all combinations of two high scores on the 10 
subscales into which the responses are classified. 

It is argued that “an atlas is a compendium of 
experience with a test ; it presents the user with informa- 
tion about subjects who have previously obtained 
profiles like the one he wishes to interpret,” without 
discrimination or interpretation, so that he can compare 
his impressions of a particular child with the history 
of those who have given similar answers to these 
questions. This is sound enough as far as it goes, and 
when the subsequent behaviour of nearly all previously 
tested persons with particular constellations of scores 
is sufficiently disordered their test pattern will 
naturally be regarded as having diagnostic or prognostic 
value. But not many cases in the Junior Atlas are in 
any way striking. Hence it is hard to see that the 
material can have much clinical interest, though there 
are more than chance relations between some score 
patterns and delinquency or mental disorder. For 
psychologists in the United Kingdom the usefulness of 
these Minnesota norms is not likely to be great. To 
read this book demands a knowledge of M.M.P.L., its 
methods of scoring and technical jargon, and previous 
research which has been carried out on it. 


J. TIZARD. 


MEDICAL SYNDROMES 


Encyclopedia _of Medical Syndromes. By Robert H. 
Durham, M.D., F.A.C.P. Foreword by T. R. Harrison, 
M.D. (Pp. 628-+xiv. £5 10s.) New York: Paul B. Hoeher, 
Inc. London: Pitman Medical Publishing Co., Ltd. 1960. 


With much the same fascination as they study jigsaw 
puzzles, both young and old enjoy the constellation of 
symptoms and signs that make up syndromes. The 
young student tries to memorize them, particularly if 
they have hyphenated eponyms, often at the expense 
of more basic knowledge, so that he can outwit his 
fellow students and impress his teachers. The old enjoy 
syndromes, for, like tunes, they may recall an author, 
an occasion, or a personal experience. Syndromes 
evoke interest and are challenging possibly because the 
aetiology is obscure; once the cause is known the 
syndrome disintegrates into one or several specific 
diseases. Increased understanding of chromosomal 
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abnormalities in the coming years should dispel many 
syndromes and at the same time create others, for they BOOKS RECEIVED 


often result from genetic abnormalities. 

.This dictionary brings together a thousand syndromes 
from abdominal apoplexy (see mesenteric—-subperitoneal- 
haemorrhage syndrome) to Zollinger—Ellison syndrome. 
Some are clearly delineated and carry the original 
source-reference ; others are unconvincing makeweight 
pseudosyndromes which contribute nothing. The latter 
should be eliminated from future editions, and, instead, 
more space could be devoted to original descriptions 
and original references. 

It is gratifying to see contemporary British authors 
included, as, for instance, in Bywaters’s syndrome. 
Though rarely referred to as such in this country, this 
syndrome is well recognized on the Continent. It also 
underlines the editor’s painstaking endeavours to make 
his encyclopaedia truly international. 


D. GERAINT JAMES. 


THE PSYCHIATRIC NURSE 


A Study of the — Nurse. By Audrey L. John, 
B.Com.(Soc.Stud.), Ph.D., S.R.N., S.C. Foreword by Sir 
Edward V. Appleton, B.. F.R.S. Preface by 

- Professor W. M. Millar, M.D., Dip. Psych. (Pp. 239+ viii. 

Phos f Edinburgh and London: E. and S. Livingstone Ltd. 


this is the first publication of the research activities of 
the Nursing Studies Unit of the University of Edin- 
burgh. It gives an account of the psychiatric nurse 
based on a survey conducted in four psychiatric 
hospitals, and it covers the work and working conditions 
of psychiatric nurses, their selection and training, and 
the relationship of the nurse to other members of the 
staff of the haspital. The data on which the study is 
based were obtained from questionaries, diaries kept by 
student staff, participant observation by the author, and 
interviews by her with a random sample of 25% of all 
grades of nursing staff at the hospitals concerned. 

Dr. John describes her methods and her findings with 
clarity and in detail. Her findings are extremely 
disturbing. It is evident that the promise of the Mental 
Health Act cannot be fulfilled, as far as psychiatric 
hospitals are concerned, unless it is recognized how 
serious the psychiatric nursing situation is. One of the 
most disturbinz aspects of the problem revealed by this 
survey, though not specifically commented on by Dr. 
John, is the lack of insight of psychiatrists into the 
gravity of the situation. 

It is impossible in a short review to summarize the 
many factors which contribute to the problem, but 
among them must be mentioned inadequate standards in 
the selection of recruits, inadequate preparation (both 
formal and informal) for assuming the optimum rédle, 
acceptance of low professional standards, misunder- 
standing of function, and shortage of equipment. The 
first step, in the opinion of Dr. John, wherever an 
attempt is made to raise standards, is to create a nucleus 
of conscientious nurses with high professional standards. 
In the creation of this nucleus the nursing profession will 
need all the help it can get from psychiatrists, manage- 
ment committees, regional hospital boards, and the 
Ministry of Health itself. 


This is a most important publication. It should be 


read by all who hope and believe that the psychiatric 
hospital has a future. 


G. R. HARGREAVES. 


Review is not precluded by notice here of books recently received, 


Morphological Studies on the Large Cerebral Arteries: With 
Reference to the Aetiology of Subarachncid Haemorrhage. 
By Ove Hassler. (Pp. 145; illustrated. No price.) Uppsala: 
Appelbergs Boktryckeri AB. 1961. 


The Plant Community. By Herbert C. Hanson and Ethan D. 
Churchill. (Pp. 218+xii; illustrated. 40s.) New York: Rein- 
hold Publishing Corporation. 1961. 


Studier Schizofrena cch Psykeser kos 
Man. _ By Eva Johanson. (Pp. 17. No price.) Uppsala: 
Almgqvist and Wiksells Boktryckeri AB. 1961. 


Bilirubin Determination in Serum and Urine. 
I. Michaélsson, (Pp. 80. No _ Uppsala : 
Wiksells Boktryckeri AB. 1961 


Les Ostéo-Arthropathies Nerveuses. By A. M. Recordier, 
P. Mouren, and G. Serratrice. (Pp. 167; illustrated. 28 NF.) 
Paris: Expansion Scientifique Francaise. 1961. 


By K. Magnus 
Almgvist and 


Current Trends in Analytical Psychology. Proceedings of 
the First International Congress for Analytical Psychology. 


Edited by Gerhard Adler. (Pp. 326+ix; illustrated. 38s.) 
London: Tavistock Publications. 1961. 

The Making of a Surgeon. By Ian Aird. (Pp. 140. 12s. 6d.) 
Listeriosis. By H. P. R. Seeliger. (Pp. 308; illustrated. 
Sw. Fr. 55.) Paw i New York: S. Karger. 1961. 

Pour Comprendre les Changements de Sexe. By A. Aimes. 


(Pp. 178; illustrated. 
Frangaise. 1961, 


Nutritio et Dieta: Kolloquium iiber Parentale Erndhrung. 
Edited by A. Hottinger. (Pp. 136; illustrated. Sw. Fr. 16.) 
Basel, New York: S. Karger. 1961. 


Research in Physiopathology as Basis of Guided Chemotherapy 
With Special Application to Cancer. By Emanuel Revici, 
M.D. (Pp. 773+xxvi; illustrated. £9.) London: D. van 
Nostrand Co. Inc. 1961. 


Agression et Réanimation en Médecine Interne. 


14.50 NF.) Paris: Expansion Scientifique 


By P. Michon 


and A, Larcan. (Pp. 545. 72 NF.) Paris: Masson et Cie. 
1961. 
Psychologie des Accidents. Published by the Société Francaise 


de Médecine Psychosomatique under the direction of P. Aboulker, 
L. Chertok, and M. Sapir. (Pp. 169+xi. 9.5 NF.) Paris: 
Expansion Scientifique Frangaise. 1961. 


By Sture Falkmer. 


Experimental Diabetes Research in Fish. 
Institute of Patho- 


(Pp. 122; illustrated. No price.) Uppsala: 
logy, University of Uppsala. 1961. 


Subscription Catalogue 1962 of Newspapers and Periodicals 
from the U.S.S.R. (Pp. 279. No price.) London: Collet’s. 
1961. 


The Whole Child. By Alex G. Mearns, M.B.E., M.D., B.Sc., 
D.P.H., F.R.S.E. (Pp. 99. 7s. 6d.) London: National Children’s 
Home. 1961. 


By M. Borch Jorgensen. 
Munksgaard. 1961. 


Bilirubin Determination in Serum and Urine. Studies on 
Diazo Methods and a New Copper-Azo Pigment Method. 
By Magnus Michaélsson. (Pp. 80; illustrated. No price.) 
Uppsala: Almgqvist and Wiksells Boktryckeri Ab. 1961. 


Klinisch brauchbare Einteilung des Lungenemphysems auf 
Grund der Resultate von Lungenfunktionsprifungen. Edited 
by M. Scherrer. (Pp. 129-186. No price.) Basle, New York: 
S. Karger. 1961. 


Sir John Tomes. A Pioneer of British Dentisiry. By Zachary 
Cope, Kt. (Pp. 108+ix; illustrated. 25s.) London: Dawsons 
of Pall Mall. 1961. 


Mental Health and Education. By Dame Olive _ Wheeler, 
D.B.E., D.Sc., F.Br.Psych.S., William Phillips, M.D., F.R.C.P., 
and Joseph P. Spillane, M.D., D.P.M. (Pp. 208. 15s.) 
London: University of London Press Ltd. . 1961. 


Pepsinogen in Blood and Urine. 
(Pp. 106. No price.) Copenhagen: 
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WHAT PRICE THE N.H.S.? 


Four months before the appointed day in 1948,* 
Dr. Frangcon Roberts in this journal wrote: “ Those 
who think that medicine is above economic laws are 
destined to have their illusion rudely shattered, for 
a limited and planned economy obviously cannot 
support a health service expanding with the accelera- 
tion which medicine now exhibits.” The economists 
have now begun to look at the National Health 
Service in the light of their own cold reasoning. 
Professor John Jewkes and Mrs. Jewkes have made 
one of the most stimulating of recent contributions.” 
Hard on their heels comes Dr. D. S. Lees, who has 
followed up his essay of last year* with a fuller analysis 
published by the Institute of Economic Affairs.‘ 
Dr. Lees, a foreword states, refutes the view that 
health is in principle different from any other service 
rendered to consumers, doubts many of the arguments 
used in defence of a State Health Service, challenges 
the claims that the N.H.S. is responsible for the 
improved health of Britons and stresses the danger 
to both patient and doctor of political control “ based 
on short-period electoral calculation.” The con- 
clusion is that, “ provided those in need are helped 
generously, there is no reason why people should not 
be free to buy health services from competing 
suppliers by paying for them directly or with the aid 
of private insurance.” 

A lot of Dr. Lees’s argument hangs upon his belief 
that there is fundamentally no difference between 
“ medical care” and other goods. Making the sound 
point that food, clothing, and shelter are more funda- 
mental to human existence than medical care, he 
concludes that it is “a personal consumption good 
and as such is a dubious candidate for collective 
provision.” As Dr. J. R. Seale points out in the 
second of two recent articles,’ the difference between 
other commodities and medical care and service is 
that people usually do not wish to consume the latter 
at all. Dr. Lees allows for the operation of “ normal 
humanitarian motives,” and admits, too, that how the 
cost of medical service should be met must depend 
ultimately on “one’s belief of what constitutes the 
good society.” As Seale and others have pointed out, 
1 Brit. med. J., 1948, 1, 485 
Bank Review (april) 1960, No. 56, 26. 

4 Lees, D. S., Health Through Choice, _ of Economic Affairs, 66A 
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it is not possible to get any simple measurements of 
the value of medical services. The control of 
epidemics and bacterial infections made possible by 
medical science has had an effect on the economy out 
of all proportion to that brought about by the personal 
medical care of the individual patient. But the 
humanitarian motive which draws people into 
medicine finds its satisfaction in giving personal 
medical care rather than in providing the medical 
engineering which makes a community a reasonably 
safe unit in which to live. Much of the discussion 
on the cost of medical care is related to the personal 
service given by an individual doctor to an individual 
patient—whether in the home or in the hospital—and 
not to the preventive and prophylactic actions of the 
public health service. 

It is interesting to see that the economists now 
examining the structure and organization of the 
National Health Service are from their own stand- 
point reinforcing the criticism made by the profession 
itself in the forties. Dr. Lees’s Hobart Paper, “ Health 
through Choice”* is concerned to “examine the 
merits and drawbacks of a system of medical care in 
which decision-making power is concentrated in the 
central government; in which the government 
monopolizes medical services, supplies them to the 
public free of direct charge, and finances expenditure 
through taxation; and in which the government is 
virtually the sole purchaser of specialized services, 
like doctors and dentists, and the dominant influence 
in the demand for certain supplies, like drugs.” He 


_ points out later in his essay that the government is 


thus “in a position of extraordinary power over the . 
pay and conditions of the medical profession . . . it 
is difficult to believe that this power is conducive to 
justice or efficiency.” The same point is also made 
effectively by J. R. Seale when he says that the Act, 
by placing responsibility for details of the service in 
the hands of the Minister, “drains it from the rest 
of the service, and tends to make it an irresponsible 
organization.” If the sérvice has “worked,” it 
has worked, as Seale points out, “ by living on the 
material, human, and moral capital built up by past 
generations.” 

Many people are wondering whether this capital 
is now being exhausted. There is a falling-off in the 
number of medical students trained in Britain,’ and 
in the view of the economist, Dr. Lees, “ the N.H.S. 
has created discontented professions ...” It may, 
however, be too easy to ascribe present discontents 
in medicine to the National Health Service. The 
length of the medical training and the counter- 
attraction of other professions, have, for example, led 
to a falling-off in the numbers of medical students in 
the U.S.A. Some of the discontents in general practice 
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are touched upon by Dr. Ian Grant, Chairman of 
Council, in an address published elsewhere in this 
issue (p. 1279). He sums it up thus: “ We have lived 
through a social revolution, and have created the 
Welfare State. Whether that paternalism is in the 
best interest of our people only time will show. It 
has certainly destroyed our old pride of indepen- 
dence.” 

The best doctor for a sick person is someone who 
has that feeling of independence and responsibility 
which will enable him to act promptly and fearlessly 
in the treatment of a sick person. A doctor looking 
after a sick person must feel free to do this without 
wondering whether this or that drug comes in this or 
that Cohen category. It is, in fact, difficult to escape 
the verdict of Dr. D. S. Lees “that a monolithic 
structure financed by taxation is ill-suited to a service 
in which the personal element is so strong, in which 
rapid advances in knowledge require flexibility and 
freedom to experiment, and for which consumer 
demand can be expected to increase with growing 
prosperity.” 


SALARY CRISIS AT CAMBRIDGE 
Almost exactly a year ago’ we said in a leading article 
under the above heading that “it would be nothing 
short of a tragedy if a vote in favour of Recommenda- 
tion I were to threaten the existence of one of the 
greatest medical schools in this country... .” 
Recommendation I of the General Board of 
Cambridge University was in favour of equal stipends 
for all officers in the same grade whatever the faculty 
or department to which they were attached. It refused 
to accept the higher salaries for clinical staff recom- 
mended by the University Grants Committee. Early 
this year? the Regent House of Cambridge University 
approved of Recommendation I by 400 votes to 296. 
The matter is now reopened by a “Report of the 
General Board on the School of Clinical Research 
and Postgraduate Medical Teaching.”* This report 
places before the University the present situation of 
the Medical School and plans for its expansion, plans 
which have received a check by the policy of the 
Regent House on equal stipends for all. 

The present report is on the Postgraduate Medical 
School, the term “Medical School” being used as 
a short title for Postgraduate Medical School, includ- 
ing the Hospital Laboratory Service. The appendix 
to the report sets out in full the proposals for the 
development of the Medical School, with its provision 
for six professorships and six departments, together 
with supporting services. The present professorships 
are of physic, of experimental medicine (until 1966), 
and of human ecology (until 1971). It is proposed to 
create professorships in medicine, surgery, and 


psychiatry. In the view of the majority of the Board 
the problem before the University is nothing more and 
nothing less than the continued existence of the Post- 
graduate Medical School ; and this could happen only 
if the University agrees to pay those with clinical 
responsibility salaries comparable with those paid for 
similar work in other universities. If the University 
digs its heels in and refuses to pay the salaries “ then 
the Postgraduate Medical School must be allowed to 
run down, with serious repercussions on the Pre- 
graduate School.” 

Under the N.H.S. Addenbrooke’s Hospital became 
part of the United Cambridge Hospitals, the group 
constituting a teaching hospital and thus becoming a 
centre for the Eastern Region of the N.H.S. The 
policy was approved that Cambridge should not 
attempt to provide pre-graduate clinical teaching, but 
should concentrate on research and postgraduate 
courses. Here then was a position which had been 
arrived at by agreement between University, Ministry 
of Health, the East Anglian Regional Hospital Board, 
the Board of Governors of the United Cambridge 
Hospitals, and the University Grants Committee. The 
University Grants Committee have made it plain that 
they would not be able to support the development 
of the medical school unless clinical salaries were 
established to ensure the recruitment of first-class 
staff. So Cambridge is still holding out against the 
U.G.C., the policy of other universities, and of the 
organized profession to the point of threatening the 
very existence of a medical school it wishes to see 
maintained. The majority report says bluntly: “ The 
school is not now a viable unit and it is not practicable 
to confine it to its present size; it must either be 
allowed to expand on the lines proposed or atrophy.” 
But in a dissenting memorandum a minority of the 
General Board believes “ the significance of clinical 
research departments for Cambridge science as a 
whole is exaggerated, and that it is not clear that the 
national need for the expansion of clinical research 
should be met in Cambridge rather than in teaching 
hospitals in other parts of the country, particularly 
in one or two of the big civic Universities . . . it is 
also questionable whether the argument of improved 
medical treatment for the inhabitants of East Anglia 
should influence a decision of University educational 
policy.” In another context Sir Hans Krebs* draws 
attention to the inadequate payment of university 
demonstrators, although oddly enough in comparison 
with Cambridge he was pleading for equality of 
salaries as against the extraordinary inequalities that 
exist at Oxford. From the nature of his appointment 
1 Brit. med. % 1960, 2, 1579. 
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Sir Hans is probably specially concerned with demon- 
strators in the sciences basic to medicine, but recent 
correspondence in The Times suggests that bad pay 
for scientists is general in Britain. Professor 
J. G. Ball,’ for example, said that of eight 
students awarded Ph.D.s in his department five had 
taken, or were arranging to take, positions overseas. 
Among the factors influencing this emigration was not 
only the better pay, but also more generous supply 
of funds for research. Oxford and Cambridge are 
therefore not alone in the discouragement they offer 
to men working there in pure and applied science 
and in failing to offer inducements to attract the best. 
If this country is intent on pursuing a policy which 
will encourage its best brains to emigrate, then it will 
not be only the postgraduate medical school of 
Cambridge University that will grind to a halt. 


VACCINATION AGAINST MEASLES 


The pioneer work of J. F. Enders and his colleagues 
has brought the abolition of measles within sight. 
The first British trials of a measles vaccine are 
reported in the Journal this week. In the past measles 
took a heavy toll of life and health in young children. 
This was mainly due to the secondary infections 
associated with it, but the rarer complication of 
encephalitis, with its psychological and neurological 
sequelae, was an important cause of death and 
disability. The antibiotics have greatly reduced the 
severity of the secondary infections, and deaths from 
measles have steadily declined—from 307 in 1949 to 
98 in 1959." Nevertheless up to the end of September 
this year 749,251 cases of measles had been notified 
in England and Wales—more than in any full year 
since measles was made compulsorily notifiable in 
1940—so that there has been no parallel decline in 
the incidence of the disease, which still remains a 
major cause of morbidity in childhood. A simple 
and safe method of abolishing it would therefore be 
an immense boon. 

In 1954 Enders and T. C. Peebles’ were the first 
to grow measles virus in tissue culture: they isolated 
strains of virus from the blood and throat washings 
of patients in cultures of human and monkey kidney 
and showed that all the strains were serologically 
identical. Later Peebles* and his co-workers inocu- 
lated the virus into susceptible monkeys and 
produced a mild disease resembling human measles. 
After passages in human kidney and human amnion 
tissue cultures a strain was adapted to growth in the 
amniotic sac of developing: chick embryos and 
subsequently in monolayer cultures of chick embryo 
cells. This chick-cell adapted virus proved to have 


reduced virulence for monkeys, though retaining high 
antigenic potency, and was selected for possible use 
as a live attenuated vaccine in man.° 

In the first part of the report on the preparation 
and clinical trial of this vaccine Dr. A. P. 
Goffe and Mr. G. D. Laurence describe in detail two 
vaccines (3C and 4A) prepared in the Wellcome 
Research Laboratories in England. After the vaccine 
strains had undergone numerous passages in chick- 
embryo-cell cultures—first at 37° C. but finally at 
32° C.—the vaccines were both dispensed in freeze- 
dried form. Tests of potency, stability, and freedom 
from contamination proved satisfactory, but the tests 
for attenuation carried out in monkeys were difficult 
to assess. Three monkeys inoculated intracerebrally 
or intraperitoneally developed sharp febrile responses 
and one had an associated viraemia which persisted 
for four days. The authors comment on the difficul- 
ties of interpreting attenuation tests in monkeys, and 
it is clear that monkeys are not altogether suitable 
experimental animals for this purpose—first because 
they often develop the natural disease in captivity, 
and, secondly, because they are less susceptible to the 
disease than man. Two additional preparations, 
vaccines L and 8, were used in the clinical trials: both 
were prepared in the U.S.A. from the same original 
virus strain repeatedly passaged in chick-embryo-cell 
cultures at 37° C., but one was freeze-dried whereas 
the other was in liquid form. 

The second and third parts of the report describe 
the outcome of clinical trials with the four vaccines. 
Dr. P. Collard and his colleagues set forth the results 
of vaccination in children attending infant-welfare 
clinics in Nigeria, and Dr. I. R. Aldous and his 
colleagues record an investigation carried out in two 
mental-deficiency hospitals in England. The trials 
gave substantially similar results, and these are in 
general agreement with reports of other studies 
involving about 600 children carried out in the 
U.S.A.“ A total of 107 susceptible children were 
inoculated subcutaneously with one of the four 
vaccines described above—S1 in Nigeria and 56 in 
England. There was no significant difference in the 
serological and clinical response to any of the 
vaccines. All the children developed neutralizing 
antibody, and 23 of the English children who were 
1 The Registrar General’s Statistical Review of England and Wales for the 
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later exposed to natural measles did not develop the 
disease. In some of the American studies** it was 
noted that there were no secondary cases of measles 
in susceptible contacts of vaccinated children, which 
suggests that there was no spread of vaccine virus 
in the community, with consequent risk of loss of 
attenuation. 

Unfortunately the incidence of reactions associated 
with vaccination was high, 92% of the Nigerian 
children and 82% of the English children developing 
pyrexia which ranged from 99° to 104.2° F. (37.2° 
to 40.1° C.) and lasted from two to three days. 
Rashes occurred in 66% of the Nigerian and 86% 
of the British children. Many of the children were 
unwell and had to stay in bed, and this contrasts 
with observations in the U.S.A. that most of the 
febrile children were asymptomatic.’ * Catarrhal 
symptoms were common in the Nigerian children, but 
this study was ¢omplicated by a coincidental outbreak 
of upper respiratory infection which gave rise to fever 
and catarrhal symptoms in some of the control 
children also. The English children were not 
troubled in this way, but in the U.S.A. S. Karelitz 
and his colleagues* noted catarrhal symptoms in 
about a quarter of the vaccinated children. In 
addition to these reactions some of the children 
developed more serious complications, which, as in 
the natural disease, often took the form of infections 


of the middle ear and respiratory tract. In Nigeria . 


two children developed bronchopneumonia (one with 
severe rash), another had a severe rash, and a fourth 
had hyperpyrexia. Three children also suffered 
recurrences of otitis media. Among the English 
children six had reactions resembling natural measles 
in severity, five had tonsillitis, one child had a 
recurrence of bronchitis, and another developed 
bronchopneumonia. In addition, on the seventh 
day after vaccination an epileptic child died from 
bronchopneumonia after developing status epilepti- 
cus, but this was regarded as coincidental and 
probably unrelated to vaccination. Respiratory and 
other complications have also been reported from the 
U.S.A., including  tonsillitis,’° otitis media,* *° 
pharyngitis,’ * and bronchitis.*'' No neurological 
disorder attributable to vaccination has yet been 
recorded. However, in a trial undertaken by J. 
Stokes and his colleagues’? (in which an attempt was 
made to modify reactions to vaccinations by simul- 
taneous injection of gamma globulin) one of the 
inoculated children had convulsions associated with 
the onset of fever four and a half days after 
vaccination. Six children with similar symptoms were 
admitted to hospital in the same period from the 
district where the vaccinated child lived. The convul- 
sions were therefore thought to be due to coincidental 


E 


infection, but the possibility remains that vaccination 
played some part in precipitating them. 

From the reports so far published it can be 
concluded that the present vaccine is effective, though 
the duration of the immunity conferred is not known. 
It provokes symptoms resembling those of the natural 
disease and occasionally is the cause of the respiratory 
and other complications it is intended to prevent. 
Though gamma globulin has been used to modify 
these reactions with some success,'? its administration 
on a large scale would be expensive and inconvenient 
and cannot be regarded as a practical proposition. 
The trials so far reported are too small to prove that 
the vaccine will not cause encephalitis. The incidence 
of encephalitis after measles is probably less than 
0.1%,'* so that only larger trials could confirm that 
the vaccine is safe in this respect. From the evidence 
available it is doubtful whether extensive trials of the 
present vaccine are justified. Research will have to 
be directed towards further attenuation of the vaccine 
virus. Meanwhile children specially at risk from the 
serious complications of measles should be given the 
protection conferred by passive immunization with 
gamma globulin. 
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RADIOACTIVE IODINE IN MILK 


Contamination of milk by radioactive iodine—iodine- 
131—is a hazard which, though recognized in earlier 
years, particularly after the Windscale accident’ in 
1957, has assumed more serious proportions during 
recent weeks. Every nuclear explosion generates 
iodine-131 among the fission products derived from 
the uranium or plutonium in the bomb. If the 
explosion occurs at a height of several thousand feet 
a fraction of the fall-out is distributed promptly and 
in lethal doses over a relatively small area of the 
earth’s surface. The greater part of the radioactive 
material is propelled into the stratosphere, from 
which it descends gradually over a period of a year 


or two. The effects of this were discussed in a recent 


leading article. A third fraction of the radioactive 
fission products is trapped in the lower atmosphere and 
deposited in a few weeks, covering the hemisphere 
in which the explosion occurred ; it is to this process 
that we owe the radioactive iodine which is now the 
subject of concern. This isotope is not found in the 
stratospheric fall-out because its short half-life (eight 
days) allows it to decay during the several months it 
remains in the upper air. 

Just three years ago measurable amounts of iodine- 
131 were detected in the air after the heavy 
programme of nuclear weapon tests carried out by 
Russia and the United States. The current Russian 
series of tests, culminating in the explosion of 30 and 
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50 megaton weapons in the Arctic during the last 
days of October, has released large amounts of 
iodine-131 which have already found their way into 
milk. The assessment of this hazard requires a 
countrywide scheme for the sampling and assay of 
radioactive products in fresh milk. The necessary 
arrangements have been in operation since 1958.* 
It is necessary also to define safety levels of iodine- 
131 in domestic milk supplies. 

The Medical Research Council’s latest report,* 
which we published in full a fortnight ago, advises 
that an acceptable radiation dose will not be exceeded 
in any age group of the population unless an average 
concentration of iodine-131 in milk of 130 micromicro- 
curies per litre is exceeded over a period of a 
year. This figure is presumably derived from the 
65,000 pyc. per litre proposed as the danger level for 
a limited section of the population after the accidental 
release of radioactive material from the nuclear 
reactor at Windscale.' In the present circumstances, 
when the whole of the nation’s milk supply is at 
hazard, a stricter standard is necessary. It is essen- 
tial also to allow for levels of contamination above 
the national average in certain areas. A further 
restriction is imposed to allow for the difference in the 
duration of the two dangers: the iodine-131 from 
a single reactor incident decays to a low activity in 
two or three weeks, but a continuing programme of 
bomb tests may pollute the atmosphere for several 
months. 

During most of October the average concentration 
of iodine-131 in milk was about 130 pyc. per litre, 
with higher values in Scotland and smaller amounts 
in most parts of England.’ Though this average is 
equal to the limit prescribed by the Medical Research 
Council for a period of one year, a proportionately 
higher concentration is tolerable for a shorter time. 
If no more megaton weapons are exploded this year 
the danger level is not likely to be exceeded, and it 
should not be necessary to replace liquid milk by 
uncontaminated dried milk. Plans for this were 
announced recently by the Government. The 
hazard from radioactive iodine applies particu- 
larly to children, and is probably greatest at the 
age of 6 months; up to this age the thyroid gland 
remains constant in size, though the intake of milk 
increases roughly in proportion with the infant’s body 
weight. A child under 6 months old, drinking milk 
containing iodine-131 to the extent of 130uyc. per 
Brit. med. J. 2, 875. 
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litre for three months, would incur a radiation dose 
of less than 0.5 rad to the thyroid. For older 
children and adults the radiation dose would be 
smaller. 

The Medical Research Council’s report estimated 
that for infants under a year old the radiation 
exposure to the thyroid from icdine-131 released in 
the 1961 Russian tests (before the explosion of the 
30 and 50 megaton weapons) was about 0.1 rad. 
The full effects of the latest explosions are not yet 
known, but the estimated dose of 0.5 rad mentioned 
above is not likely to be exceeded this winter. The 
consequences of thyroid irradiation at this level are 
difficult to forecast. Many authorities believe the 
danger to be negligible or non-existent. Others, less 
optimistic, see the possibility of carcinogenic effects 
which might, however, be impossible to detect without 
elaborate statistical inquiries on a very large popula- 
tion. Unless further tests are made with large 
megaton weapons the amount of iodine-131 in British 
milk will pass its peak within the next few days and 
will fall to insignificance in a few weeks. 

The warning level prescribed by the Medical 
Research Council embodies considerable margins 
of safety to allow for personal or geographical 
variations in uptake of iodine-131. Cautious parents 
may nevertheless wish to use dried milk, made before 
September, 1961, for their children. On the evidence 
so far available there is no reason for advising 
individual action of this kind. 


RENAL TUBULAR ACIDOSIS 


Two varieties of acidosis occur in renal disease. By far 
the commonest is that which accompanies chronic renal 
failure and is due to the kidney’s inability to synthesize 
ammonia. Much rarer but of considerable practical 
importance is so-called renal tubular acidosis, in which 
there is seldom azotaemia except late in the course of 
the disease. This condition may be part of a multiple 
tubular defect, as in Fanconi’s syndrome, galactosaemia, 
Wilson’s disease, and other “inborn errors.” But there 
is also a primary variety, which can be subdivided into 
at least two types. The first, originally described by 
R. Lightwood,' arises during the first year of life and is 
characterized by a preponderance in males and a high 
rate of recovery ; it need not be considered further. The 
second, sometimes called Albright’s syndrome,’ is 
commoner in females than males and is usually 
diagnosed in adult life because of its complications. 
Normal acidification of the urine depends on three 
mechanisms: reabsorption of almost the whole filtered 
bicarbonate, addition of ammonia by the kidneys, and 
Lightwood. Arch. Dis. Childh.. 1935, 10. 205. 
3 —— F., Rurnett. C. H.. Parson, W.. Reifenstein, E. C., jun., and 
Roos ag (Baltimore), 1946, 25, 399 
* Randall, . jun., and Targgart, W. H., Amn. intern. Med., 1961, 54, 
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acidification of the urine buffers, measurable as the 
titratable acidity. All three involve the active exchange 
of sodium ions for hydrogen, and there is a high gradient 
of hydrogen ion between plasma and urine, which must 
be maintained by intracellular energy. Acidification 
depends on the presence of carbonic anhydrase, and 
energy for the so-called sodium and hydrogen “ pumps ” 
is provided by enzymes of the Krebs tricarboxylic-acid 
cycle. In adult renal tubular acidosis there is a failure 
to maintain urine acidity, with a resultant hyper- 
chloraemic acidosis. Serum levels of calcium, phosphate, 
and potassium are frequently low, while that of alkaline 
phosphatase is increased. Calcium and potassium and 
sometimes water are constantly lost by the kidneys, with 
a consequent liability to osteomalacia, nephrolithiasis, 
nephrocalcinosis, and hypokalaemia. Titratable acidity 
is lowered and there may be a slight loss of bicarbonate. 
Production of ammonia is usually normal and may in 
fact compensate for the deficiency of hydrogen ion, so 
that nephrocalcinosis may appear in the absence of 
acidosis, There is a characteristic inability to acidify 
the urine after administration of ammonium chloride, 
and this has been used as a definitive test. 

The -cause of the defect in acidification has not yet 
been uncovered. The condition appears to be inherited 
as a dominant gene with varying degrees of penetrance, 
and a family in whom seven members of four 
generations were affected has recently been reported.* 
Accumulating evidence points to deficiency of a specific 
enzyme, though probably not of carbonic anhydrase. 
While chronic pyelonephritis may account for a few 
cases, it is more likely to be a secondary complication. 


A study of relatives by means of the ammonium chloride ; 


test* will probably bring to light minor degrees of the 
condition, and investigations of enzymes in biopsy 
material from affected patients may soon reveal the 
cause. The importance of renal tubular acidosis it that 
it is treatable, and simple therapy with an alkaline 
mixture will prevent the serious effects of osteomalacia, 
nephrocalcinosis, and hypokalaemia. 


MAGNESIUM METABOLISM 


Clinical interest in the effects of changes in the body’s 
state of magnesium balance in disease continues, and 
some aspects of this were reviewed in these columns 
recently.? Flame spectrophotometry** is rapidly 
replacing chemical methods of determining magnesium 
in biological work and reliable instruments are now 
commercially available. More recent examples of the 
application of physical methods of analysis are the use 
of cathode-ray polarography® for the measurement of 
both magnesium and calcium in blood serum and of 


atomic absorption spectrophotometry’ for the. deter-. 


mination of magnesium in serum, urine, blood cells, 
food, and faeces. S. Hanna® has reviewed the causes of 
hypo- and hyper-magnesaemia and emphasizes that with 
the development of modern electrolyte therapy cases 
of hypomagnesaemia are being encountered more 
frequently. The main clinical findings which have been 
ascribed to hypomagnesaemia are neurological (tetany, 


delirium, muscular rigidity, choreoathetosis, myoclonus, 
epileptiform fits, cerebellar symptoms) and the first 
manifestation may be an unheralded epileptic fit. The 
place of tetany among the syndromes caused by 
depletion of magnesium is the subject of conflicting 
reports. Some workers claim that it does not occur 
unless the concentration of calcium in the serum is also 
abnormally low,® while others’® have reported cases 
which support the concept of the existence of true 
hypomagnesaemic tetany. It is of interest in this 
connexion that the intravenous infusion of magnesium 
may control tetany produced by hypocalcaemia in the 
presence of a normal plasma level of magnesium.*® 
I. MacIntyre"! and his colleagues recently reported an 
extensive biochemical study of a case of idiopathic 
steatorrhoea with hypomagnesaemia. They found the 
level of magnesium in the muscle and the 24-hour 
exchangeable magnesium to be reduced ; faecal loss of 
magnesium was excessive, but the magnesium content of 
bone was little altered. Hanna and his colleagues}? 
have also shown that preparations of growth hormone 
can influence metabolism of magnesium and calcium, 
with rather similar effects to those produced by 
vitamin D. 

The effects of oral magnesium supplements on the 
metabolism of calcium, potassium, sodium, chloride, 
and nitrogen have recently been studied by F. W. 
Heaton and F. M. Parsons.'* They observed increased 
absorption of magnesium during the period of supple- 
mentation. In some cases this was accompanied by 
increased urinary excretion of calcium but there was 
also evidence that in spite of this more calcium than 
usual was retained in the body. Urinary excretion of 
nitrogen and faecal excretion of potassium decreased. 

It has been suggested that the parathyroid glands 
may exert a primary influence on magnesium 
metabolism. In this issue of the Journal Professor 
Russell Fraser and colleagues at the Postgraduate 
Medical School give a valuable report (page 1253) of 
seven cases of primary hyperparathyroidism in which 
magnesium metabolism was studied by modern 
methods. They confirm the association between hyper- 
parathyroidism and a negative calcium balance, which 
is reversed after parathyroidectomy. The authors 
suggest that there is increased uptake of magnesium by 


‘the bones post-operatively, and conclude that it is 


unnecessary to invoke the hypothesis of a primary effect 
of the parathyroid glands on magnesium metabolism in 
order to explain their findings. Oral magnesium supple- 
ments should be given during the post-operative period 
after parathyroidectomy for primary hyperpara- 
thyroidism in order to prevent a dangerous diminution 
in the plasma level of magnesium. 


5 Fawcett, J. K., and Wynn, V., i. 1961, 14, 403. 
* Irving, E. A., and Watts, P. S:, Biochem. J.. 1961, 79, 429. 
7 Dawson, J. B., and Heaton. F. we ibid., 1961, 80, 99. 
8 Hanna, $., J. clin. Path., 1961 14. 410. 
Harrison, M., Macintyre. I., and Fraser, R., 1000, 8, 
Valles, Wacker, W E. C., and Ulmer. D.'D., New Engl. J. 


1960, 262, 
11 MaciIntvre, he i, S., Booth, C. C., and Read, A. E., Clin. Sci., in 
12 Hanna. S., North, K. A. K., MacIntyre, I., and Fraser, R., Brit. med. J., 


1961, 2, 12. 
18 Heaton, F. W., and Parsons, F. M., Clin. Sct., 1961, 21,273. 
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Some years ago E. A. Devenish and A. A. Miles’ 
showed that the unusually high incidence of post- 
operative infection by staphylococci in the practice of 
a certain surgeon was probably due to the fact that large 
numbers of this organism could be isolated from his 
hands and that they reached the wound at operation 
through holes in the gloves. There would seem to be 
little doubt that gloves are punctured at operations more 
often than is usually realized, even as many as 30% 
of them.' More recently E. J. K. Penikett and R. H. 
Gorrill? found that 16% were punctured when tested at 
the end of operations, and described an apparatus which 
would enable such punctures to be detected while the 
operation is in progress. 

An additional precaution would be to ensure that 
there are at all times as few micro-organisms inside the 
glove as possible.* Those on the surface of the skin 
before the operation can be removed with no great 
difficulty merely by thorough washing, but this will not 
prevent those in the deeper layers of the skin or in the 
sweat glands and hair follicles from reaching the interior 
of the glove when sweating occurs during operation. 
Since it is these organisms that are most likely to 
escape from the glove if it is accidentally perforated 
during the operation, the presence in the glove of 
something that will kill them may help to reduce the 
risk of infection. This has been investigated recently 
by E. J. L. Lowbury and H. A. Lilly* and by J. O. W. 
Beilby and R. E. M. Thompson.* The methods of these 
investigations were different but their results largely 
agree. Treatment of the hands with an emulsion 
of hexachlorophene in an anionic detergent cream 
(“ pHisoHex”) after washing was by far the most 
successful. The number of organisms that could be 
recovered from the skin or the gloves after being worn 
for some time was lower than with any other method. 
Nevertheless a glove powder consisting of neomycin and 
bacitracin or the application to the skin of 0.5% 
chlorhexidine in 70% or 95% alcohol were not without 
value. Less useful were “ dettol * cream, chlorhexidine 
obstetric cream, and the use of hexachlorophene soap 
for all ablutions over a period of a week before the 
operation. 

Valuable as this work undoubtedly is, it is worth 
mentioning that the reaction of Staph. aureus on the 
hands to these procedures was not specifically investi- 
gated. Total colony counts were employed to assess 
their value. This is a matter of some importance 
because Staph. aureus when present on the skin of the 
hands of most people is not in the depths but on the 
surface and the vast majority of the organisms are 
removed when the hands are washed. It is only a very 
small minority of carriers who have Staph. aureus so 
deeply embedded in the skin that washing fails to 
dislodge them, leaving them to emerge in large numbers 
when sweating occurs. It is questionable whether such 


1 Devenish, E. A., and Miles, A. A. 

? Penikett, E. J. K., and Gorrill, R. H., ibid., 1958, 2, 1042. 

3 Brit. med. J., 1959, 1, 1398. 

“ Lowbury, E. J. L., and Lilly, H. A., Brit. med. J., 1960, 1, 1445. 

5 = J. O. W., and Thompson, R. E. M., Brit. J. Surg., 1961, 48, 


, Lancet, 1939, 1, 1088. 


persons should be operating at all, and it still remains 
to be proved whether chemicals inside the glove would 
be sufficiently powerful to deal with the organisms that 
emerge. But in the meanwhile treatment of the hands 
with an antiseptic is a useful precaution. 


EXTENSION OF NATIONAL SERVICE 


A passage in the Queen’s Speech at the opening of 
the new session of Parliament referred to the extension 
of National Service; it ran as follows: “ Legislation 
will be proposed giving power to retain for an addi- 
tional six months certain National Servicemen who 
are serving full-time, and to recall for a similar period 
National Servicemen who have a liability to part-time 
service.” The shortage of doctors in the Army is now 
well known (the Army is the only service affected by 
the proposed legislation), and there has been under- 
Standable concern among National Service medical 
officers about their chances of being required to serve 
an extra six months in the Army and among doctors 
who have completed their National Service but are still 
liable to recall. 

The Bill enabling the Government to take these 
powers had not been published when we went to press 
this week, and therefore we were unaware of the 
Government’s detailed proposals. But Mr. Harold 
Watkinson, Minister of Defence, is reported to have 
said in a recent speech! in the country that no National 
Servicemen now serving will be required to extend their 
service before next January. He added that the men 
selected for extra service will be mainly signallers, clerks, 
drivers, and “ medical troops.” He also said that the 
Government would take as few men as possible, would 
pay them proper Army rates for the job, would see that 
they had good warning, and would treat hardship cases 
sympathetically.” 

National Service medical officers have already good 
grounds for dissatisfaction with their treatment by the 
Ministry of Defence. Earlier this year the Council of 
the B.M.A. informed‘the Ministry that its arguments 
against increasing the pay of National Service medical 
officers were entirely unacceptable, and many of these 
officers have given forcible expression of their views 
in the recent correspondence in the Supplement under 
the heading “ Doctors in the Armed Forces.” 

Before the extension of National Service was mooted 
the last of the National Service medical officers were 
expecting to be released from the Army in a year’s 
time. If for the safety of the Realm it is really 
necessary to retain some of these medical officers for 
an additional six months and to recall doctors who have 
already returned to civilian life, then it is essential that 
they should be treated with the utmost fairness and 
generosity. The financial reward for their work must 
be satisfactory, and there must be assurance that their 
civilian careers will be in no way jeopardized by the 
extension of their service. The disturbing problems 
raised by the Government’s proposal will be considered 
by the Armed Forces Committee of the B.M.A. early 
next week. 

1 Daily Mail, November 4. 


2 The Times, November 6. 
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and past president of the College of General Practitioners 


General practice is regarded as that branch of medicine 
which provides continuing care for the patient, calling 
in when necessary the help of the consultant. It is 
generally agreed that fully 80% of illness can be treated 
adequately by the general practitioners of to-day. 

The art of general practice, which is something rather 
different from the science of practice, goes back for 
many centuries, and when reading a volume on the 
history of medicine I found some general guidance on 
the practice of medicine delivered by Archimetheus to 
his students in the year 1100 which may be not without 
interest for us to-day: “Entering the sick room you 
should have neither proud nor greedy countenance. You 
should commend the arrangements of the house and, if 
it seems appropriate, the likeability of the family. Then 
turning to the patient you may ask how it goes with 
him. At first there may be a differencee between your 
own state and that of the patient either because he is 
excited at your arrival or because he is worried about 
the size of your fee. You should then with care 
examine the patient, after which you should promise 
him that with the help of God you will cure him. But 
aS you go away you should say to the family that he 
is very ill, because if he recovers you will receive very 


great credit and if he dies they will remember that you ° 


despaired of his health from the beginning. Meanwhile 
I counsel you not to turn a lingering eye on his wife, 
his daughter, or his maidservant, as this sort of thing 
blinds the eye of the physician and averts the favour 
of God.” As a member of the General Medical Council 
I suggest the last sentence is singularly apposite to-day. 


Looking Back 

In my youth, spent in a Highland parish, the three 
people who exercised the greatest influence on the life 
of the community were the minister, the doctor, and 
the dominie or teacher. Each of them placed service 
before self. Each of them occupied an honoured place 
in the hearts of the people and each of them were happy 
and contented in their work. To-day the prestige and 
the status of all three have been grievously impaired. 
To what extent this is due to a changing world and the 
changing conditions of the welfare State and how much 
to our own change of outlook it is perhaps difficult to 
assess, but since the inception of the National Health 
Service there is little doubt that the doctor-patient 
relationship has altered. 


The more unintelligent members of society, who have 
no sense of personal responsibility for themselves or 
their families, frequently regard the doctor almost as 
their servant, on tap at any time like water and 
electricity, who can be summoned whenever any trivial 
illness affects themselves or their family. They are only 
aware that they pay large weekly contributions towards 


*An Address given at the Annual General Meeting of the 
Fellowship for Freedom in Medicine in London on October 28. 


‘practitioner was justifiably low. 


social security, and the symbol of that security is the 
general practitioner, who, the politicians assure them, is 
at their service at any hour of the day or night. The 
status of the doctor in their eyes has gone down, and 
their demanding attitude towards him is responsible for 
much of the resentment and frustration that is some- 
times expressed by practitioners in the poorer industrial 
areas. 


It has been said that the practice of medicine has been 
bedevilled by mechanization, specialization, and com- 
mercialization. Through no fault of our own we have 
had to wage an almost constant battle with the Govern- 
ments of the day over terms of service and remuneration, 
and this has gained for us much unwanted publicity and 
criticism. But it is, I think, fair to say that we have 
emerged from these battles as reasonable and respon- 
sible people who were not making unjustifiable demands. 
Danckwerts awarded us 90% of our claim and the Royal 
Commission about 85%. 

Status has been defined as “relative standing, rank, 
or position in society,” and when discussing our status 
as general practitioners I would like to regard it from 
two aspects—our status with the general public and our 
status with our professional colleagues. 


Club Practice 


The past is always nostalgic, but, although we are apt 
to forget it, general practice in the early years of this 
century was at a very low level in the industrial areas. 
Club practice was rampant and the appointments were 
almost, auctioned to the lowest bidder. In the cities, 
the 6d. doctor was a common phenomenon—medicine 
and advice for 6d. When the doctor offended the club 
committee he was.dismissed summarily, and so low 
were medical ethics that his place was immediately filled 
by one of his neighbours. There was little pretence at 
real prescribing. The club contract included attendance 
and medicine, which was usually supplied from one of 
six stock mixtures suitably diluted. McKenzie records 
that when he commenced practice in Burnley the most 
popular remedy in the dispensary was a mixture of 
burnt sugar and ginger. It gripped, it had a robust 
colour, and was regarded as a specific for all diseases 
of the alimentary canal. 

Midwifery was done under appalling conditions. 
Puerperal fever was common. The most skilful doctor 
was he who could do a forceps delivery at the earliest 
stage, and lacerated cervices and perineums were the 
rule rather than the exception ; the status of the general 
In country districts a 
much higher standard of practice obtained, and even 
to-day there is little doubt that the country practitioner 
gives a fuller range of personal service to his patient 
than does the city practitioner, who can and frequently 
does refer his more difficult and interesting cases to 
the out-patient department. The country practitioner 
generally occupies a much higher status and regard in 
the community than does his city colleague. 


National Health Insurance 


In 1912 National Health Insurance was introduced, 
and, although it was violently opposed by the profession, 
there is no doubt that it brought much financial and 
clinical advantages to the practitioner. He was now able 
to prescribe adequately and he was freed from the evils 
of club practice. Between the two wars his status and 
influence greatly increased. He obtained posts on the 
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hospital staff—in Scotland even on the teaching hospital 
staffs—and he frequently obtained a higher qualification 
and graduated from general practice to full consultant 
status. 


During that period almost every teacher in a Scottish 
medical school had many years’ experience in general 
practice, and when application was made for a senior 
hospital post experience in general practice was 
regarded as an advantage rather than a handicap. The 
junior hospital posts were invariably occupied by 
general practitioners who did part-time work in the 
hospital. They were altruistic and dedicated doctors 
and were unpaid for their hospital work. They 
increased their knowledge of their chosen specialty and 
thereby were able to give a more efficient service to their 
patients and were able to charge modest fees for these 
services. To become “a professor ” meant a tremendous 
increase in status and prestige. To compete with these 
men almost forced the average general practitioner to 
maintain a high standard, and at the time of the second 
world war the whole profession occupied a position of 
respect and even affection in the life of the community. 


The Present 


With the advent of the National Health Service the 
profession was placed almost completely under State 
control, and, worse still, it was arbitrarily divided into 
three almost watertight compartments—hospital practice, 
public health practice, and general practice. Those 
general practitioners who had for many years worked 
in their local hospitals were edged out, forced out, and 
sometimes even kicked out of positions they had filled 
satisfactorily for many years. They felt embittered and 
frustrated. Their status in the eyes of the public was 
lowered. They were wearied after the hardships and 
restriction of war, and the future seemed drab and 
uninspiring. They lost their old enthusiasms and they 
succumbed to following the line of least resistance. 


General practice began to lose ground rapidly. Much 
of our work was taken over by out-patient departments 
of the hospitals and less and less clinical work was 
undertaken in our surgeries or the houses of the people. 
There are many who feel that at that time we lost our 
freedom in medicine and became cogs in the adminis- 
trative machinery. 


Freedom is perhaps rather difficult to define. We 
have certainly lost our freedom to transfer from one 
area to another and we must now pursue our vocation 
under strictly defined terms of service, but I think we 
have still retained our clinical freedom, which I would 
define “as the ability to treat our patients to the best 
of our ability in accordance with our knowledge of the 
science and art of medicine and in conformity with our 
insight into the patient’s general conditions of life.” 
“ Freedom,” said Bernard Shaw, “ incurs responsibility. 
That is why so many men dread it.” It is because 
freedom alone permits responsibility that our profession 
must retain it. The proletariat are very well aware of 
their rights and their entitlements, but they are very 
little aware of their duties and their responsibilities. 


College, Fellowship, and B.M.A. 

Most of us will agree that our biggest problems arise 
where a third party (the State) intervenes between us 
and our patients, and we must constantly be on guard 
to limit this sphere of activity. At this gloomy period 


in general practice two beacon lights appeared to lighten 
our darkness. Your Fellowship for Freedom in 
Medicine, under the inspiration of Lord Horder, was 
founded and the College of General Practitioners was 
established and accorded an enthusiastic welcome by 
all who felt that the continuance of private practice was 
essential. Your aims were partly political and partly 
academic. The aims of the College were almost entirely 
academic. Many of us felt that the outcome of the 
battle even for clinical freedom was in jeopardy. 

Lord Taylor, in his book Good General Practice,’ 
states: “By their standards of work and by their 
conduct the general practitioner must deserve to be 
free.” This is the challenge. The foundation of the 
College was accorded a welcome both from inside and 
outside general practice. Here at last was an academic 
institution dedicated to uphold the clinical traditions of 
the family doctor, leaving to the British Medical 
Association the mundane and financial difficulties which 
required negotiation. Already the influence of the 
College and the Fellowship is apparent and by each 
much has been achieved. The decay has been arrested. 
Frustrations have lessened. Despondency has been 
translated to hope and considerable progress has been 
made towards the re-establishment of general practice 
in its rightful sphere. 


The status of the general practitioner is again on the 
upgrade. Perhaps the most outstanding contribution 
the College has made in upgrading the general prac- 
titioner is the establishment of the Research Foundation. 
Tt has become increasingly apparent that so many of the 
early signs and symptoms of disease are seen only by 
the general practitioner, and that in an attempt to 
establish the aetiology of disease the contributions 
made to research by the general practitioner can be of 
inestimable value. 


McKenzie it was who said: “No instrument can 
replace the finger, the experience, and the reasoning 
powers of the doctor himself. The early stages of 
disease are insidious and are indicated mainly by 
subjective sensations. The patient, conscious that some- 
thing is amiss with him, does not as a rule seek help 
from the hospital physician but rather from his family 
doctor. The bulk of patients in the early stages of 
disease are never seen by those who are systematically 
engaged in the investigation of these diseases.” These 
early investigations are now being correlated into their 
respective channels by over 700 general practitioners 
on our Research Register, and the worth of their 
observations has been freely acknowledged by full-time 
research workers. 


This activity perhaps above all others has raised the 
status of G.P.s in the eyes of our consultant colleagues. 
Our student attachment scheme has been taken up 
whole-heartedly by senior students in all the medical 
schools. Our preceptors are carefully chosen, and after 
one or two weeks spent with a good general practitioner 
the average student is amazed at the interest and variety 
of cases which he encounters in the day-to-day work of 
practice. The status and prestige of the general prac- 
titioner have for him increased considerably when he 
sees the excellence of the work done usually without any 
ancillary help. 

Throughout the years the B.M.A. has striven to 
maintain the honour and interests of the medical 
profession. Ever since the inception of a partial health 
service in 1912 our Association has waged an almost 
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constant battle with successive Governments to main- 
tain our independence, our freedom, and our proper 
status in society. The General Medical Services 
Committee keeps careful watch over our terms of 
service, sometimes winning, sometimes losing the 
argument. 

In recent years, to promote our scientific knowledge, 
the B.M.A. has organized further scientific meetings 
and postgraduate lecture discussions, all of which have 
been well attended and outstandingly successful. They 
have attracted very favourable comment in the press 
and have improved the whole status of medicine with 
the general public. I venture to suggest that some of 
our distinguished consultants who address these 
meetings are pleasantly surprised at the knowledge 
and clinical acumen of the _ general-practitioner 
speakers. 

It has been my privilege to read both for the B.M.A. 
and for the College essays submitted for our annual 
prizes, and I have been thrilled and astounded at the 
very high standard of excellence shown by the authors. 
They are indeed men and women dedicated to their 
work and are successfully upholding the great traditions 
of British medicine. 


The Medical Services Review Committee (Porritt 
Committee) is undertaking a very difficult task. It is 
impossible to forecast the contents of its report, but the 
Committee has already served one very useful purpose 
by ventilating the problems affecting the different 
sections of our profession. Attendance at its meetings 
has enabled consultants to appreciate and become 
cognizant of the obligations of the practitioner and has 
impressed upon practitioners the problems of their 
hospital colleagues working in overcrowded out-patient 


departments. I hope that the report will pinpoint the 


defects of our National Health Service and that the 
Committee will have the courage to suggest remedies, 
even though they may be unpopular and politically 
impracticable at present. 


What of the Future ? 


In recent years much lip-service has been paid to the 
general practitioner. He is the foundation on which 
the National Health Service is builded. He is in the 
vanguard in the attack on disease. He is the backbone 
of the profession. But, after three years of intensive 
investigation and meditation, what did the wise men of 
the Royal Commission think about him? Personally, 
I was rather shocked by the denigration of general 


practice in its report. The general practitioner’s status 


and his emoluments were in no way comparable with 
those of the consultant. 


I am one of those who consider that the good general 
practitioner is of equal value to the community, as is 
the good consultant. The one is complementary to the 
other. The one has generalized knowledge—the other 
has specialized knowledge. The financial rewards to the 
consultant are, on average, £1,000 a year more than to 
the general practitioner, and when differential payments 
are suggested—a euphemism for merit awards—one 
practitioner in 22 is considered worthy of a minimal 
award whereas one consultant in three can expect 
recognition: of merit. 

The student of to-day is far-seeing, and with this 
difference in status and income how many students of 
outstanding ability are going to make general practice 


their first choice ? If only the mediocre are going to 
make general practice their career more and more will 
inevitably devolve upon the hospitals, which in time may 
well become the foundation on which the National 
Health Service is builded. There will be performed all 
the most interesting medical work, much of which could, 
with adequate diagnostic facilities and suitable incen- 
tives, be equally well done by the general practitioner 
in the homes of the people. 

I do not wish to discuss the merits or demerits of the 
capitation payment, but I am sure that some financial 
incentive must be provided to spur the ambitious and 
keen general practitioner to undertake more than the 
routine services which are so often all that is provided 
to-day. We must realize that the more we relegate to 
hospital without full and careful investigation by our- 
selves, without at least a tentative diagnosis, and without 
a carefully written letter, the more our status with our 
consultant colleagues will depreciate. 


More Time 


What the general practitioner requires most of all, if 
he is to fulfil his proper destiny, is more time. Time to 
take a careful history, time to make a complete 
examination (looking back on our mistaken diagnoses, 
are not the great majority of our errors due not to lack of 
clinical acumen but to a hurried and careless examina- 
tion ?), time for postgraduate study, time to meet our 
colleagues at ward rounds and symposia, and, above all, 
time for some leisure and recreation—a tired and 
physically weary doctor cannot give of his best. 


The divorcement of the general practitioner from 
hospital has undoubtedly lowered his status in the eyes 
of the young consultant, who, having himself no 
experience of domiciliary treatment, is quite unaware of 
the difficulties in treating patients at home with no 
ancillary services at his behest. I am sure it would be 
of infinite value to registrars if they spent a period of 
six months working with a good general practitioner in 
the capacity of a trainee assistant. 


The recommendations of the Platt Committee? on 
the employment of general practitioners in hospital on 
a sessional basis have met with a good deal of criticism 
both from hospital staff and general practitioners. 
Probably not more than 10% of general practitioners 
would wish for these appointments, and for the busy 
practitioner even in partnership it would be difficult to 
give more than three sessions per week to hospital 
work. 

If the scheme is to attract the keen and enthusiastic 
young practitioner back to hospital he must be accepted 
as a full member of the hospital team. He must be 
given responsibility comparable to that of a registrar, 
and for his part he must make attendance at his hospital 
sessions a prior charge on his time. This return to 
hospital work will enhance the status of the general 
practitioner both in the eyes of the public and in the 
esteem of the consultant and will be of infinite value in 
teaching students. 


Impersonal Institution 
Under the National Health Service a hospital is 
essentially an institution, and an impersonal institution. 
An ever increasing number of people are born in and 
die in hospital, and these two events of basic importance 
in every human life now take place outside the family 
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circle. Many patients who enter hospital for investiga- 
tion ultimately require operation, yet if he is a National 
Health Service patient the surgeon rarely discusses the 
proposed procedure with the general practitioner or 
even notifies him that the operation is contemplated. 
Once the patient is admitted to hospital the responsibility 
of his family doctor is ended, and at a major crisis in 
the patient’s life he has not the opportunity to discuss 
the prognosis with the man who best knows his history, 
his constitution, his virtues, and his vices, 

If an hour could be set aside once or twice a week 
when the general practitioners could visit hospital, 
perhaps be welcomed to the common room, be given 
an opportunity to discuss the progress of their patients, 
and even to examine the patient, how much would their 
knowledge be increased, how much help might be given 
to the consultant, and how much their status with the 
patient would be exalted. We all know how much 
mutual benefit is derived from a similar procedure with 
private patients. 

T. S. Elliot wrote: “If you have not the strength 
of character to impose good conditions in life then you 
must accept the terms it offers.” Nowhere is this more 
evident than in general practice. We can still with our 
own patients and with our own colleagues ensure our 
proper status, although in doing so we may tend to lose 
an appreciable number of patients who are unreason- 
able in their demands and pay scant respect to their 
doctors. 

The scope of general practice has altered in the 
past decade and will continue to do so. The clinical 
boundaries are changing, and we must learn to adapt 
ourselves to them and try to influence them. We have 
lived through a social revolution and have created the 
welfare State. Whether that paternalism is in the best 
interest of our people only time will show. It has 
certainly destroyed our old pride of independence. As 
general practitioners we must evolve methods by which 
we will accept more and not less responsibility. The 
public must be made to realize that hospitalization is 
only for serious illness, and that in their G.P. they have 
a doctor who can treat adequately the great majority 
of their ailments. 


It is fashionable in these days to decry the skill of 
the G.P. and to arraign the attention he provides for 
his patients. The answer to this charge is over- 
whelmingly in our favour. Each year the G.P.s provide 
for the patients on their lists some 300 million attend- 
ances, and during 1960 only 374 complaints were received 
—and of these 295 were discharged as frivolous. Of the 
remaining 79, after full investigation, penalties were 
imposed on only 35 doctors. I wonder if any other 
profession or industry can show an equally satisfactory 
achievement. Whatever our status may be to-day our 
record of service should be counted high. 


Conclusion 


I would like to leave two thoughts with you. The 
first is from Professor John Jewkes’s memorandum of 
dissent? in the Report of the Royal Commission on 
Doctors’ and Dentists’ Remuneration: “ his [the general 
practitioner’s] life is one of the most arduous and 
exacting of all . . . it does not seem to me likely that 
sufficient doctors of the right calibre will be forthcoming 
unless the special pressures of their kind of life are 
recognized and properly rewarded.” And the other 


from an address given by Professor David to his 
students in Montreal a few months ago and which seems 
to me equally relevant to us in Britain: “The youth 
of to-day is desperately seeking after truth in an 
age which confuses all values by reducing them to one 
common denominator—money. If this materialism: 
enters our hearts as doctors, if our major preoccupation 
is to acquire material possessions, then we must not 
be surprised if we are all levelled in the rigid frame of 
a Government agency. But if we sincerely believe that 
medicine is not a trade but a vocation, the road to the 
future will be wide open and fruitful. We will retain 
our freedom only so far as we are judged worthy of it. 
We will lose our freedom if ever a majority of our 
profession consents to use medicine as a mere spring- 
board for financial advancement.” 
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APPROVED NAMES 


The last supplement to the consolidated list of “‘ approved 
names” was published in the Journal of August 19 (p. 516). 
A new supplement, dated October, 1961, is printed below. 
Communications relating to “approved names” should be 
addressed to the Secretary, British Pharmacopoeia Com- 
mission, General Medical Council, 44 Hallam Street, 
London W.1. 


Approved Name Other Names Notes 
Ampicillin 6-[( - h ido}peni- | Antibiotic 
penicillin 
“ Penbritin ” 
Benzphetamine .. | N-Benzyl-Na-dimethyiphenethylamine | Appetite 
“ Didrex ” is the hydrochloride suppressant 
Butylated A mixture of 2-rert.butyl-4-methoxy- Antioxidant 
hydroxyanisole — and 3-tert.butyl-4-methoxy- 
pheno 
Butylated 2 : 6-Di-tert.butyl-p-cresol Antioxidant 
Droxypropine .. | 1-[2-(2-Hydroxyethoxy)ethyl]-4-phenyl- 
4-propionylpiperidine suppressant 
Oxethazaine 2-Di-4N-methyl- N-phenyl-tert. butyl- Local 
anaesthetic 
Piritramide 4-(4-Carbamoyl-4-piperidinopiperidino- i 
2-diphenyl- -butyronitrile 
Plasmin prateolytic enzyme derived from 
“ Actase “ in (human) 
Propicillin Antibiotic 
acid ( 1-Phenoxypropyl)penicillin 
“Brocillin” is the potassium salt; 
“ ultrapen ” is the potassium salt 
Rifomycin Antibiotics isolated from a strain of “a 
Streptomyces mediterranei (specific 
——- are design by a ter- 
nal letter; thus, rifomycin B) 
Syrosingopine .. Methyl 18-(4-ethoxycarbonyloxy-3 : 5- Treatment of 
hypertension 
“ i neoserp 
Tolpropamine .. Antihistamine 
ce) min 
Troxonium Trethv- 2-(3 : 4 : 5-trimethoxyben- Treatment of 
tosylate zyloxy)-ethylammonium tosylate hypertension 
(Tosylic acid is the trivial name for 
acid) 
Troxypyrrolium N-Ethyl-N-2-(3 : 4 : 5-trimethoxyben- 
tosylate zoyloxy)-ethylpyrrolidinium tosylate 
(Tosylic acid is the trivial name for 
p-toluenesulphonic acid) 
Vinblastine An alkaloid extracted from Vinca rosea | Treatment of 
“ Velbe ” is the sulphate Hodgkin’s 
disease and 
thelioma 
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ROYAL COLLEGE OF OBSTETRICIANS AND GYNAECOLOGISTS 
FIRST SCIENTIFIC MEETING FOR DIPLOMATES 
[From SPECIAL CORRESPONDENTS] 


The first scientific meeting for Diplomates of the College 
was held in the Nuffield Hall on October 18. The 
meeting, convened by Mr. A. J. WRIGLEY, was attended 
by some 300 Fellows, Members, Diplomates, and 
interested practitioners, as well as by midwives and 
representatives of the Ministry of Health. The morning 
session was devoted to the “ Avoidable Factor in 
Maternal Mortality,” with Mr. A. C. H. BELL, 
P.R.C.O.G. in the chair. 


Selection of Cases for Domiciliary Confinement 

Sir JoHN PEEL (London) said that, in its report on Obstetric 
Services under the National Health Service,’ the College 
had recorded its belief “that institutional confinement 
provides the maximum safety for mother and child, and 
therefore the ultimate aim should be to provide beds for 
all who need or will accept institutional confinements.” The 
world-wide trend towards institutional confinement would 
inevitably progress, he thought, even in Britain; but while 
domiciliary midwifery continued. the cases must be appor- 
tioned primarily with a view to. the safety of the mother 
and her baby. Ideally all primiparae should be booked for 
admission to hospital, but if that were. impossible then all 
primiparae with any of the following indications: age over 
30 years; height below 5 ft. (1.5 m.);.abnormal obesity ; 
essential hypertension; previous repeated abortions or 
infertility ; deformities of the bony pelvis; pre-existing 
medical conditions such as heart disease, chronic nephritis, 
diabetes, tuberculosis ; a strong desire for hospital confine- 
ment ; "adverse social factors; unmarried. Multiparae 
should be booked if over 35 years of age; in their fifth and 
subsequent pregnancies; if with a history of previous 
pre-eclampsia, eclampsia, antepartum. haemorrhage, third- 


stage complications, difficult labour, caesarean_.section,: 


perinatal foetal loss, repeated abortions, or premature 
labours; with pre-existing medical conditions; if rhesus 
negative with antibodies; if having a strong. desire for 
hospital confinement; or with adverse social factors ; and 
if unmarried. Complications of. pregnancy necessitating 
admission to. hospital included pre-eclampsia or eclampsia, 
persistent malpresentations, antepartum haemorrhage, severe 
anaemia not responding to treatment, multiple pregnancy, 
hydramnios, and prolonged labour and other intrapartum 
complications. 

In reply to questions, Sir John Peel agreed that a previous 
easy forceps was not necessarily a bar to domiciliary 
delivery ; a previous difficult labour, however, necessitated 
assessment of the patient by an obstetrician. Sir John 
criticized watertight administrative compartments which 
resulted in practitioners losing financially if a home-booked 
case was transferred to hospital before labour. 


Toxaemia 

Professor T. N. A. JeFFcoaTe (Liverpool) said that 
80 women, or more than 1 per 10.000 births, were dying 
annually in England and Wales from toxaemia. These were 
young, healthy women, pivots of families and most 
important members of the community. At least half these 
deaths were due to neglect, usually by the medical 
attendants, sometimes by the patient. The Ministry of 
Health inquiries had shown no improvement over the last 
two three-year periods in deaths from toxaemia. There was 
a danger that hypotensive drugs might lull the obstetrician 
into a false sense of security, as might diuretics, although 
the latter were useful for appearance and comfort, provided 
the risk was appreciated. 

The avoidable factors in maternal deaths from toxaemia 
were inadequate antenatal supervision and treatment of 
toxaemia, including failure to refer to hospital and inappro- 
priate discharge, divided care with confused responsibility, 


and sometimes lack of co-operation on the part of the 
patient. Twelve to fourteen antenatal visits were the 
minimum, and the blood-pressure and urine should be tested 
on each occasion. Studies on eclamptics in the Liverpool 
hosp:tals suggested that the importance of post-partum 
convulsions had been underestimated in the past, while the 
time of onset of antepartum fits was often early in pregnancy, 
before 30 or 32 weeks. This suggested that more frequent 
visits between 20 and 30 weeks were advisable and that 
earlier induction in the late weeks of pregnancy might 
prevent many of the post-partum cases. 

in reply to questions on abrupt.o placentae, which he 
suggested was often unrelated to toxaemia, Professor 
Jeffcoate felt that age, parity, and previous abruptio were 
important aetiological factors as well as possibly essential 
hypertension in some cases. A previous toxaemic pregnancy 
always required hospital care because of the high recurrence 
rate. At Liverpool patients with previous third-stage com- 
plications had a five times greater chance of recurrence. He 
felt that early gentle manual removal under pudendal block 
without general anaesthesia was useful, but after about an 
hour general anaesthesia was necessary. 


Haemorrhage 

Mr. ARNOLD WALKER, chairman of the Central Midwives 
Board, described how mortality had fallen since the 1928 
Maternal Mortality Report? when there were few institu- 
tional deliveries, few consultants, no transfusions, and one 
mother in every 500 died of sepsis. Turning to the last 
two reports for 1952-4° and 1955-7,‘ deaths from haemor- 
rhage had fallen from 220 (64% avoidable) to 138 (52.2% 
avoidable). Of these the most significant fall had been in 
cases of post-partum haemorrhage, from 113 to.70, with a 
drop from 53 to 24 in cases with retained placenta... ... 

The incidence of haemorrhage rose with age and parity ; 
all patients of high parity and all over 35 should be firmly 
advised to accept a hospital booking. The detection of 
anaemia and ill-health was important antenatally. Any, 
even a minimal, degree of antepartum haemorrhage should 
lead to immediate transfer to hospital, with help from the 
flying squad in more. severe cases. Ergometrine should be 
used in all cases at the time of delivery. In the third stage 
the danger of transferring the shocked or potentially shocked 
patient by ambulance was now realized, but there was a risk 
that the seriousness of transportation might be overlooked 
again in the future. - For third-stage complications the 
emergency obstetric unit, including an experienced anaes- 
thetist, should always be called, and it was appropriate for 
either the midwife or doctor to call direct for help. In 
reply to questions Mr. Walker said that the Central 
Midwives Board had: not prohibited midwives from giving 


‘ intravenous injections. 


The Flying Squad and the Avoidable Factor 

Mr. FRANK STABLER (Newcastle) showed how his 
emergency obstetric unit was now being called out sooner: 
in the first 10 years, 15 of 350 patients had been dead when 
the squad arrived, but in 800 calls in the last five years only 
one mother was dead on its arrival. Now they were being 
called for retained placenta without haemorrhage, and this 
preventive action in an impending crisis was important. A 
further great improvement was that practitioners were now 
calling for the squad before trying to operate on a difficult 
case themselves, rather than after they had made several 
attempts. Transportation was particularly dangerous and 
adequate transfusion was needed before moving the patient. 
He felt that with adequate apparatus most obstetric opera-~ 
tions could be done in the home by the emergency unit 
obstetrician. 

In reply to questions, Mr. Stabler agreed that the family- 
doctor-obstetrician should carry a giving-set and dried 
plasma, obtainable from Blood Transfusion Centres. 
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Questions were asked on areas where there was no flying 
squad, The PRESIDENT was surprised to hear that such 
areas existed and asked that practitioners should let him 
have the names of any such areas so that he could discuss 
the matter with the Ministry of Health. Dr. Dorotuy 
Taytor, of the Ministry of Health, said that they would be 
pleased to deal with the matter. 


Perinatal Mortality Survey 

Mr. DENNIS BONHAM (London) spoke of some aspects of 
antenatal care which suggested avoidable factors, arising 
from the preliminary analysis of the results of the 1958 
Perinatal Mortality Survey carried out under the auspices of 
the National Birthday Trust Fund (see British Medical 
Journal, 1961, 1. 1313). Although 60% of primiparae were 
delivered in hospital this figure fell to 30% in the case of 
mothers having their fifth and subsequent children. 
Regarding the care of multiparae after previous toxaemia, 
antepartum haemorrhage, or neonatal deaths, only half were 
attending hospital clinics, while even after a previous still- 
birth or caesarean section 40% and 20% respectively never 
attended a hospital clinic. One-third of all mothers had no 
haemoglobin estimation. 5% no rhesus-grouping, and 16% 
did not have their blood-pressure taken at each visit. With 
all-hospital antenatal care only 1% of patients did not 
always have the blood-pressure recorded, but with care 
delegated from hospital this number rose to 17%. Twenty- 
eight per cent. of mothers had a maximum diastolic blood- 
pressure over 90 mm., and of the 9% with a maximum 
diastolic pressure of 100 mm. or more only half were 
admitted antenatally. 


General-practitioner Obstetric Units 

The afternoon session was devoted to a discussion on 
the staffing and management of a _ general-practitioner- 
obstetrician unit and the part it should play in the Obstetric 
Service. Sir ANDREW CLAYE was in the chair. 

Mr. JoHN STALLWoRTHY (Oxford). in opening, said that 
better general-practitioner obstetrics could only follow team- 
work and mutual respect between consultant and G.P. in 
each area. In the Oxford area, which now had the lowest 
maternal mortality rate in England, area departments had 
been established in which general-practitioner-obstetricians 
worked in units five to forty miles away from the main 
hospital. Contact was maintained in four ways—namely, 
by a regular consultant visit. a flying-squad service provided 
by the main hospital. annual reports from each unit prepared 
by a general-practitioner-obstetrician, and regular regional 
clinical meetings. Several different types of practitioner 
units had been tried, including the “ closed” variety staffed 
by a few general-practitioner-obstetricians under special 
contract with the hospital board. Mr. Stallworthy gave 
figures to illustrate the lower perinatal mortality in this type 
of unit. 

In conclusion he stated that the College had campaigned 
for higher standards of consultant training in obstetrics and 
gynaecology, and it would be regrettable if it were to 
compromise regarding the minimum standard of training 
required of those practitioner-obstetricians who were to have 
access to the practitioner units of the future. If the Obstetric 
List was to be the open sesame to these units, its membership 
should be restricted to those who had been trained for these 
new responsibilities. To insist on this might be unpopular 
with those who could not fulfil the conditions, but it could 
be an important factor in reducing dramatically both the 
maternal and perinatal mortality within the next five years. 

Dr. T. K. Maurice (Marlborough) described the result 
obtained in-his “ closed” unit at Savernake Hospital. within 
the Oxford Region. His unit differed in three ways from 
the usual “open” practitioner unit. Three general-practi- 
tioner-obstetricians ran the unit and conducted wherever 
possible antenatal care on all patients delivered there ; being 
part of a general-practitioner hospital of 75 beds. there was 
a small blood-bank ; and facilities were available for emer- 
gencies, and exceptionally for caesarean sections when 
transport was impracticable. Abnormal cases were 
transferred to Oxford, which provided regular consultant 


out-patient clinics and emergency flying-squad facilities. The 
combined perinatal mortality rate for all cases seen at the 
G.P. unit, irrespective of delivery there or in the main 
hospital, was 11 for the last 1,000 deliveries, even though 
abnormal cases were booked, and the forceps rate was 
151%. 

Limits of the G.P. Unit 

Mr. R. TENNANT (Lanarkshire) stressed that midwifery by 
practitioners should be an integral part of the maternity 
services, but domiciliary care should be limited to antenatal 
care and the management of normal labour. In properly 
equipped practitioner units simple complications such as 
induction of labour for mild pre-eclampsia or prolonged 
pregnancy and easy operative vaginal delivery were 
permissible, but all complicated cases should be transferred 
to consultant units. These included twins, malpresentations, 
cases of rhesus isoimmunization, prolonged labour, foetal 
distress. and toxaemia in labour. Bookings should exclude 
primiparae over 30, those having their fourth or subsequent 
infant, and all others over 35 years, as well as women of 
low fertility and bad past obstetric history. Staffing of 
practitioner units should be of high standard, with a good 
liaison with the consultant obstetrician, who should review 
cases with the practitioner, disseminate modern knowledge, 
and arrange policy regarding bookings and transfers. Such 
units should preferably be situated outside the grounds 
of consultant units. They should not admit any case . 
developing complications antenatally. Pudendal block 
aided by trichlorethylene analgesia was the anaesthetic of 
choice for easy forceps delivery. General anaesthesia 
should only be given by experienced anaesthetists. Results 
had been very satisfactory for many years in a large unit in 
Lanarkshire run under his direction on the above lines, and 
more were planned in the future. 

Dr. P. B. BatLey (Bristol) said that of the 70% institutional 
confinement rate recommended by the Cranbrook Com- 
mittee,“ he would like consultant and practitioner units to 
take an equal. share. He felt that the 25-bed recommenda- 
tion might often be too large. The units should bé separate 
from the parent consultant unit. yet working in close liaison 
with readily available consultant cover. Staffing should be 
by domiciliary midwives. and the Obstetric List practitioners 
would look after their own cases. 

Mr. NEVILLE Hart (Bolton) said that practitioner units 
were essentially for normal cases, and care should be taken 
not to build new ones where the real need was for more 
specialist beds. He described three practitioner units in his 
area with a bed complement of 56 and situated within three 
miles of the consultant unit. All were under the direction of 
one matron who could,alter bookings between the units to 
meet local demand for beds. Overall policy had been agreed 
with local practitioners, who only referred potentially nermal 
cases, in the first instance on social grounds, to the sister 
in charge of the unit, who arranged routine ‘blood tests and 


‘chest x-ray forthwith. Beds were also reserved for cases 


without hospital indication which had been referred to the 
consultant unit. Practitioners did their own antenatal care. 
The senior staff of the consultant unit also saw nearly all 
cases twice, shortly after bookings and at 34 to 36 weeks, 
and also ran a consultative antenatal clinic. The con- 
sultant obstetrician visited each unit weekly, as did the 
paediatrician, and was available to see the patients in the 
unit at any time at the request of the practitioner, as well 
as providing flying-squad facilities. By these methods com- 
plete ce-operation was obtained, and the perinatal mortality 
rate for the last 6.819 deliveries was as low as 9 per 1,000. 

Dr. M. I. Cookson (Gloucester) was against over- 
specialization in obstetrics by general practitioners if it 
necessitated limiting the total list and thereby diminishing 
experience in other aspects of practice. On the other hand, 
every practitioner should be able to provide a maternity 
service for his own patients in practitioner units free of 
specialist direction, control, or even supervision; though 
advice should be available in time of need. Rotating 
clinical assistantships in the specialties, including obstetrics, 
would keep practitioners up to date, as well as refresher 
courses. 
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DESIGNED 
FOR 

PURPOSE 


only one sulphonamide is 

designed specifically for the 

treatment of B. coli infections 
of the urinary tract. 


SELECTIVE 

The action of Urolucosil is mainly on the 
urinary tract. It is very soluble and is 

rapidly excreted, largely unchanged, in the urine. 


LOW DOSAGE 
Urolucosil is effective in about one-fifth of 
“the dosage used for most sulphonamides. i 


NO CRYSTALLURIA 
With Urolucosil, obsiruction due to crystalluria 
does not occur. Extra fluids are not required. 


LOW COST 
Twenty-five tablets taken over 5-7 days usually 
suffice to control an acute infection. 


NON-TOXIC AND FREE FROM SIDE EFFECTS 


DOSAGE: Adults—one or two tablets five or 
six times a day. 
Children—ha/f to one tablet five or 
six times a day. 
In most cases, five tablets daily for 
five days will render the urine sterile. 


+& When pain is a problem in chronic urinary tract conditions 
Pyridium is the specific urinary tract analgesic. Dose of 
Pyridium: two tablets three times a day. 


UROLUCOSIL 


Sulphamethizole TABLETS 


y 

. WILLIAM R. WARNER & CO. LTD. 

h ; EASTLEIGH, HAMPSHIRE. Telephone: Eastleigh 3131. 
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Lilly 


predictable 
anti-inflammatory 
effect 


‘Haldrate’ is a potent synthetic cortico- 
steroid with marked anti-inflammatory 
activity. In steroid-responsive conditions, it 
provides predictable anti-inflammatory 
effects with a minimum of untoward reac- 
tions. Gratifying response has been observed 
in patients transferred from other cortico- 
steroids to ‘Haldrate’. There is relatively 
little adverse effect on electrolyte metabolism, 
sodium retention is unlikely and psychic 
effects are minimal. In addition, ‘ Haldrate’ 
treatment appears to be free from muscle 
weakness and cramping. 


‘Haldrate’ 2mg.isapproximately equivalent to: 


Hydrocortisone 20 mg. 
Prednisone or 

Triamcinolone or 

Methylprednisolone 4 mg. 


Although the incidence of significant side- 
effects is low, the usual contra-indications to 
corticosteroid therapy apply to ‘ Haldrate’. 


Availability: 


*‘Haldrate’, 1 mg., scored (yellow) and 2 mg., 
scored (orange), in bottles of 30 and 100 
tablets. 


ELI LILLY AND COMPANY LIMITED 
BASINGSTOKE ENGLAND 
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Are the Right Cases Booked ? 

Dr. NEVILLE BUTLER (Perinatal Mortality Survey): Pre- 
liminary analysis of all births in England, Scotland, and 
Wales during one week during 1958 had shown that practi- 
tioner units were often booking and delivering the same 
categories of high-risk cases as consultant units, particularly 
in regard to age and parity. Some high-risk mothers who 
should not have been booked in practitioner units were 
primiparae over 30, those in their fourth or subsequent 
pregnancies, and women over 35; these patients. though 
comprising only 15% of the total, were associated with 25% 
of the perinatal deaths in such units. Haemoglobin was not 
measured in 46%, the blood-pressure not taken every visit 
in 16%, and rhesus-grouping not done in 5% of mothers 
booked for practitioner-unit delivery. One in five of booked 
cases had been admitted in pregnancy, one-quarter of these 
for pre-eclampsia, which was often diagnosed late or 
inadequately treated. In spite of the advantages of pudendal 
block anaesthesia, this had been used only once over a 
three-month period among 50 cases receiving an anaesthetic 
for operative delivery which had resulted in perinatal death ; 
74% had received chloroform or ether anaesthesia, either 
alone or in combination. Infants with birth-weight of 
2,000 g. or less constituted 7% (the same as the national 
average), while 1 in 8 of all deliveries in practitioner units 
weighed over 4,000 g. (9 Ib.). There was need for a high 
standard of management in labour, resuscitation facilities, 
and equipment for premature babies if such cases continued 
to be accepted. 

In general discussion some opposition was voiced to the 
closed-unit policy, though the complete freedom advocated 
by Dr. Cookson was not popular. 

In summing up Mr. Stattwortny felt that practitioner 
beds had come to stay; preferably not as a sub-section of 
a consultant unit. Teamwork and close liaison, however, 
were essential between consultant and practitioner. 
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To-day’s Drugs 


With the help of expert contributors we publish below notes 
on a selection of drugs in common use. 


Myxoedema from Cough Mixtures 

Many cough mixtures contain iodine in one form or 
another, and the possibility of developing myxoedema owing 
to the iodine has now been raised. C. Ezrin and colleagues’ 
report the cases of three male patients in their 50s who. were 
admitted to Sunnybrook Hospital, Toronto. suffering. from 
chronic bronchitis and emphysema. One had been taking 
powders containing a daily dosage of 125-150 mg. of 
iodopyrine intermitiently for 18 months, another 30 gr. (2 g.) 
of potassium iodide daily for six months, and the third 12 gr. 
(0.8 g.) of potassium iodide daily for five months. Each 
showed the classical clinical features of myxoedema, the 
diagnosis being confirmed by studies of radioactive-iodine 
uptake. The symptoms and signs quickly regressed when 
the drugs were stopped. 

While the occasional production of myxoedema by 
prolonged medication with iodides is well recognized, it 
appears to be rare. But the recent Canadian experience 
indicates that the hazard should at least be borne in mind 
if patients receive iodides for a long time. 
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Correspondence 


Because of heavy pressure on our space, correspondents are 
asked to keep their letters short. 


Health and Wealth 


Sir,—You are on good ground in your annotation 
(October 28, p. 1136) when you disagree with the 
Minister of Health who disputed the statement of the 
Guillebaud Committee that “the National Health Service 
is a wealth-producing as well as a health-producing 
Service.” The Minister is correct when he says that it is 
wealth which makes possible expenditure on health, but 
his statement that “it is not the health services which 
produce wealth” must be disputed. Although health 
services often do not produce wealth there is, in many 
instances, a reciprocal relationship between health 
expenditure and national wealth (or national income), for 
the economic benefits flowing from progress in medicine 
are sometimes of very substantial proportions. This can 
be illustrated by the case of tuberculosis. 

Since the end of the nineteenth century deaths from 
tuberculosis had been falling at a steady rate in England 
and Wales as a result of improved living standards, but 
after 1947 the fall abruptly became more rapid (see Fig.). 
The sudden acceleration was not fortuitous—it resulted 
from the discovery and use of streptomycin, P.A.S., and 
isoniazid, allied with the skill of thoracic surgeons, chest 
physicians, general practitioners, public health authori- 
ties, and nurses. Without the success in the field of 
tuberculosis there would now be about 16,000 deaths 
per year from it in England and Wales (x,x’) instead of 
3,426 (y.y’). 

It is possible to estimate some of the resulting 
economic benefits to the nation. The average daily bed- 
occupation in departments of diseases of the chest fell 
from 29,737 in 1952 to 14,851 in 1960 in England and 
Wales.'? This indicated a fall of 15,000 occupied beds. 
Many tuberculosis hospitals have been closed, others 
converted, and some sold. The average cost in 1959-60 
per occupied bed in tuberculosis and chest hospitals was 
approximately £1,000 per annum.* The annual saving 
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through the clearing of tuberculosis beds is thus already 
in the order of £15m. As the Minister himself has put 
it, the result has been to “release effort and resources 
from old purposes to new.” 

The economic benefit does not end there. There are 
now in England and Wales about 100,000 people who 
would otherwise be dead (the gap between x,x’ and 
y.y’). The high mortality from tuberculosis was in the 
age groups up to 45, and it is therefore safe to assume 
that the 100,000 would include a higher proportion of 
economically productive persons than is present in the 
general population. Average contribution to the gross 
national product per head of the entire population is 
now about £400 per annum. Consequently, as a result 
of successes in the treatment of tuberculosis alone, the 
additional contribution to the gross national product is 
currently at least £40m. annually, in addition to the 
£15m. saved on the sanatoria. This is equivalent to 
three-quarters of total expenditure on the general- 
practitioner service in 1959. 

I hope that these facts will be some consolation to 
members of the medical profession who may otherwise 
have felt that they are only an economic burden on the 
community.—I am, etc., 


Richmond, Surrey. J. R. SEALE. 
REFERENCES 
* Report of the Ministry of Health 4 i Rey: Ended 31st 
December, 1952, 1953, Part 1. pA .O., London. 
* Report of the Ministry of Health for iM Year Ended 31st 
December, 1960, 1961, Part I, p. 182, Cmnd. 1418. 
H.M.S.O., London. 
* Ibid., p. 205. 


Nationalities of Junior Staff 


Sm,—The letter from Professor Charles Wells 
(October 28, p. 1148) suggesting staffing hospitals at the 
registrar/senior registrar level from a regional pool, 
from which staff would be posted by a committee to 
various hospitals, will be of considerable interest to 
postgraduates in training in all branches of medicine. 

Several aspects of this scheme appear rather disturb- 
ing. First, while most postgraduates would agree that 
well-organized rotational training schemes, as exist in 
several regions between specified hospitals, are desirable, 
I very much doubt if many would be prepared to hand 
themselves over to a committee who would be free to 
post them anywhere within a region at any time. Dis- 
agreement with the committee's choice of posting would 
necessitate resigning from the region, presumably never 
to return—a disadvantage of having a monopoly as an 
employer. This idea of ‘direction of medical ‘labour, 
with the elimination of freedom of choice of a job, is 
repugnant to most doctors and is one of the deterrents 
to the choice of a career in the armed Services, as these 
are finding to their cost at present. (See recent corre- 
spondence in the Supplement.) 

Secondly, the married man with a family finds it hard 
enough to manage financially under the existing system. 
If he is to be faced with even more moving about, the 
Ministry of Health will have to be persuaded to alter its 
views on removal expenses, covering legal charges on 
house-purchase and the provision of married quarters, 
and bring itself into line with commercial firms and the 
other nationalized industries. 

Thirdly, surely the answer to the problem of 
inadequately trained staff of any nationality working 
unsupervised in peripheral hospitals is not to provide 
more experienced trainees but to provide supervision 


by establishing more consultant posts. If the country 
wishes to have properly staffed hospitals in every town 
it will have to face up to the idea of paying for them.— 
I am, etc., 


Liverpool 16. H. G. PLEDGER. 


Neuropathy after Thalidomide (“ Distaval”’) 

Sir,—Drs. Pamela M. Fullerton and M. Kremer 
(September 30, p. 855) have described the neurotoxic 
effects of thalidomide (“distaval ”) in 13 patients ; they 
stated that “the disorder was predominantly a sensory 
peripheral neuritis, but there was evidence of more wide- 
spread effects on the nervous system.” In a leading 
article on “ Thalidomide Neuropathy “ (p. 876) you refer 
to other published reports of the development of poly- 
neuropathy after the regular use of this drug. Since 
then, further cases have been brought to light by a 
series of letters in your columns; One correspondent 
stated that he had seen six cases of neuropathy due to 
distaval this year. 

In your current number (November 4, p. 1223) three 
more letters, describing cases, are published. It is 
therefore the more surprising that an advertisement for 
distaval, occupying a full page of the same issue, under- 
lines the safety of the drug, and concludes, “ There is 
no case on record in which even gross overdosage with 
distaval has had harmful results. Put your mind at rest. 
Depend on the safety of distaval.” 

There references cited in the advertisement do not yet 
include the article by Drs. Fullerton and Kremer, and, 
although the makers may take satisfaction from the lack 
of any frankly lethal effects of their drug. their advertise- 
ment appears remarkably out of touch with recent 
observations, and might at least be suitably revised if 
it is to continue to appear.—I am, etc., 


London W.1. Eric C. O. JEwEsBuRY. 


Smr.—I have been following the correspondence 
resulting from the article by Drs. Pamela M. Fullerton 
and Michael Kremer (September 30, p. 855), and I feel 
that a rather one-sided view is being presented of this 
neuropathic complication of thalidomide administration, 
which is in contrast’ with the balanced arguments 
contained in your leading article of the same date 
(p. 876). 

Since my letter in the British Medical Journal 
(January 14, p. 130) all cases of suspected thalidomide 
peripheral neuritis reported to us have been followed 
up by means of a standard pro forma. The majority 
of these have been returned and are 40 in number. 
Analysis reveals the following information: 


Cases which have cleared up on withdrawal 


of thalidomide... 17 
Cases with persistent symptoms at a 18 
Cases improving steadily... 4 

Case complicated cerebrovascular 

Total cases of thalidomide neuropathy. ... 40 


With one exception all cases in which thalidomide 
is known to have been withdrawn within six weeks of 
the onset of symptoms have recovered and have not 
needed to be referred for a neurological opinion. The 
more severe cases, almost all of which had continued 
taking thalidomide for several months after the onset 
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of symptoms, are those which have been seen by 
neurologists who, in their reports, have given the 
impression that the complication is irreversible. That 
this is not so is shown by the evidence presented above 
which adds emphasis to my original recommendation 
(January 14, p. 130) that the drug should be withdrawn 
at the onset of neuropathic symptoms. Provided that 
this is done these symptoms can be expected to 
clear up. 

Unfortunately, there is not sufficient evidence for us 
to recommend a specific treatment for thalidomide 
neuropathy with any confidence although considerable 
research is proceeding with this end in view. It seems 
likely that a small section of the population are at risk 
(approximately |: 250), because of metabolic differences 
in the handling of the drug, and, as suggested in your 
leading article (September 30, p. 876), we are hoping 
to develop a modification which will overcome this 
disadvantage. It is indeed disappointing that a drug 
which has negligible acute toxicity, and is safe in the 
hands of the potentially suicidal patient, should have 
shown itself to produce this toxic hazard on prolonged 
administration. 

I was very concerned about the comment made by 


Dr. K. W. G. Heathfield (October 21, p. 1084) alleging 


> 


that we had been advertising thalidomide widely as the 
ideal -hypnotic. On the contrary,- we have clearly 
avoided making this claim for thalidomide, and I 
would suggest that our advertisement in the Journal of 
Neurology, Neurosurgery, and Psychiatry has been 
misread. In this advertisement it is claimed that 
“distaval” comes close to satisfying the criteria 
demanded of an ideal hypnotic, and this we still 
believe to be true. It has always been our aim to 
disseminate all information, good or bad, about 


thalidomide by every means available to us, and a 


refzrence to peripheral neuritis was included in our 
literature as early as August, 1960, after we had come 
to hear of only six cases. This was subsequently 
reinforced by a reference to it in a circular letter to 
22.000 doctors in December, 1960, a letter in the British 
Medical Journal already referred to, and assistance to 
any doctor wishing to study the complication and report 


cases.—I am, etc., 
London S.W.19. DENIS BURLEY, 
Medical Adviser, 


The Distillers Company (Biochemicals) Limited. 


Sir.—I have recently reported observations' on the 
conduction velocity of peripheral nerves affected by 
thalidomide, with findings essentially like those of Drs. 
Pamela M. Fullerton and Michael Kremer (September 
30, p. 855). 1 also wish to confirm their conclusion that 
sensory neuropathy at least does not resolve rapidly 
after withdrawal of thalidomide. None of the patients 
referred to in our original letter (January 28. p. 291) 
is yet symptom-free. Dr. Philip Howe's letter (October 
21, p. 1084) is interesting. Most of my patients with 
thalidomide neuropathy are women with menopausal 
symptoms, but these have been the indication for 
sedation, and amenorrhoea was established before 
thalidomide was used. 

1 am glad to have the opportunity to make a more 
general point. Dr. K. W. G. Heathfield (October 21, 
p. 1084) rightly observes that the early descriptions of 
thalidomide neuropathy were overlooked because of 
the somewhat unhelpful title of “Is Thalidomide to 
Blame ?” The many requests received for reprints of 


our earlier letter suggest that a short letter may be a 
useful form of preliminary communication where no 
protocols or other documentation are necessary. In 
fact a letter to the British Medical Journal or to the 
Lancet might well serve a purpose admirably developed 
by Nature. This would be a useful way of diminishing 
the unnecessary volume of papers. All that is needed 
is an informative title, even if it required two lines of 
print.—I am, etc., 


Neurological Unit, 


Northern General Hospital, J. A. SIMPSON. 
Edinburgh 5. 
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graphy, Pavia, 196 
Sir,—Drs. Pamela M. Fullerton and Michael 


Kremer’s article (September 30, p. 855), your own 
leading article on the subjec* (p. 876), and the subsequent 
correspondence emphasize the fact that the ideal 
hypnotic has yet to be found. I feel, however, that the 
evidence adduced in the Journal is a warning against 
high dosage and prolonged administration of thalido- 
mide without case observation, rather than an argument 
for abandoning its use. To suggest a completely 
satisfactory alternative to thalidomide is difficult, in 
which connexion the dangers of barbiturate administra- 
tion, especially in old people, are very properly stressed 
in your leading article. 

In the Southampton Geriafric Unit, where distaval 
has long been employed as a hypnotic, we have recently 
reduced the average nightly dosage from 100 mg. to 
50 mg., with little lessening of hypnotic effect. As only 
one case in Fullerton and Kremer’s series of polyneuritis 
cases received such a small dosage, it would ‘seem. 
worth while to continue a regime of dosage, not 
exceeding 50 mg. nightly as required, until a more 
effective alternative drug is introduced.—We are, etc., 


T. N. Rupp. 


Geriatric Unit, R. N. GREENHALGH 


Southampton General Hospital. 


St. Danstan’s Physiotherapists 


Sir,—During the past few days there has been a most 
interesting correspondence in The Times, indicating that 
many National Health Service patients who would 
benefit from physiotherapy treatment cannot get it 
without considerable delay, owing to the fact that there 
is a shortage of physiotherapists. Moreover, it appears 
to be evident that sometimes beds in hospitals are need- 
lessly occupied by those patients waiting for appropriate 


. treatment. Obviously physiotherapists should be paid 


much more to attract the required numbers, and in any 
event their present pay is little better than that of almost 
unskilled boys and girls. 

But training and enlisting sufficient physiotherapists to 
fill the vacancies must take some years, and meantime 
there is a substantial number of private practitioners of 
physiotherapy in the country who can give the necessary 
treatments at moderate fees on the dactors’ recom- 
mendation. It may be better for some patients to get the 
treatment privately than not to have it at all. and they 
will probably find that it actually pays them to get back 
to work quicker. In particular there are 108 St. Dunstan’s 
physiotherapists who are extremely competent and well 
equipped. 

Sir Robert Jones, who might perhaps be called the 
Father of Physical Medicine, wrote of these men: 
“ The work that these blind masseurs do is very excep- 
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tional in quality. They are in every sense of the term 
a great success. I find them all intelligent and possessed 
of a wonderful gift of touch, together with keen 
enthusiasm for their work. Apart from their qualities 
as masseurs, I think they have an extraordinarily good 
psychological effect upon their patients.” What he said 
so long ago is still true as I hear from many medical 
and lay quarters: though of course all these men now 
practise electrotherapy in addition to massage. 

General practitioners may like to know that this 
service is readily available to help their patients.—I am, 
etc., 

FRASER OF LONSDALE, 
London W.1. Chairman, St. Dunstan’s. 


Post-operative Pneumoperitoneum 


Sir,—Mr. Stephen Power (September 16, p. 770) raises 
the question of efficient underwater seal to all abdominal 
drains. Surely no one would to-day consider putting 
a tube-drain into the abdomen and leaving it open on 
to a dressing. Apart altogether from the question of 
removing air or permitting the introduction of air, the 
open drain is a most unsatisfactory method of removing 
a fluid-collection from the abdominal cavity. It leads 
to. soiled dressings, causing the patient unnecessary dis- 
comfort, and the risk of infection is high. All tube- 
drains should be closed either by underwater seal with 
suction-pump attached, using the  three-tube-bottle 
method to make and break, or by the simple method 
described by Mr. F. T. Crossling.? 

It is better to use the water-seal bottle where a large 
quantity of fluid is expected after an operation leaving 
a large raw area or a large space. It is also necessary 
in, for example, bile-duct drainage. There are, however, 
many cases in which closed-suction drainage is of value 
and in which only a few millilitres of fluid is to be 
expected ; I refer to such conditions as thyroidectomy, 
resection of lymphatic glands, etc. This can be most 
satisfactorily achieved by the use of a compressed plastic 
bottle attached to the end of the drainage tube, and this 
is a method which we have used for the past six years 
with great satisfaction—I am, etc., 


Stobhiil General Hospital, 
Glasgow N.1. 


JoHN HUTCHISON. 


REFERENCE 
2 Crossling, F. T., Lancet, 1960, 1, 496. 


Thalassaemia in Britain 


Sir,—Your annotation (October 28, p. 1139) does well 
to draw attention to the occurrence in British families 
of heterozygous forms of thalassaemia. They are being 
increasingly recognized once there is an awareness that 
the absence of Mediterranean ancestry does not exclude 
the diagnosis. Since three families were described in 
Oxford! we have now come upon a fourth in which 
7 out of 11 persons so far examined appear to be 
heterozygous for a thalassaemia gene. The propositus 
presented with obscure upper abdominal pain after 
cholecystectomy for gallstones and was found to have 
splenomegaly and typical blood-findings of thalassaemia 
minor. Subsequently it was found that two of her three 
affected sisters had similar recurrent abdominal pains. 
In one they persisted after cholecystectomy for gall- 
stones and in the other repeated cholecystograms were 
negative. The mechanism of these pains is of interest. 
They may be associated with perisplenitis,? and we have 
also wondered whether intra-hepatic biliary obstruction 
might be a cause. . 


Your annotation suggested that the thalassaemic 
condition described in British families differed from 
that seen in the Mediterranean because the anaemia was 
mild and splenomegaly was not noted. We feel it is 
misleading to make such a distinction, since an exactly 
similar picture is very common among races with a 
high incidence of thalassaemia. Thalassaemia, or the 
thalassaemias, comprise a group of closely related 
conditions and the heterozygous forms vary consider- 
ably in the degree of phenotypic expression of the 
gene. Most heterozygotes are symptomless even when 
anaemic. 

In these British families the gene may have been 
inherited from unknown ancestors of Mediterranean 
origin ; historically this would not be very rare for 
many modern Britons. Alternatively, it might -have 
arisen more recently by mutation. The mutations are 
likely to occur sporadically in any population; in a 
few only has the gene frequency increased by the process 
of natural selection. The nature of the selective factors 
governing and maintaining a high gene frequency in 
some races is one of the many puzzles about the 
thalassaemias. Professor J. B. S. Haldane first 
suggested*® that the heterozygous state for thalassaemia 
might confer protection against malaria. There is now 
evidence of close geographical association of the two 
conditions which makes this a likely hypothesis. 
Protection against iron-deficiency was also suggested, 
and it was postulated* that the mild hypochromic 
anaemia of some thalassaemia heterozygotes might 
promote increased iron-absorption. Direct measure- 
ments of iron-absorption® unfortunately fail to support 
this attractive hypothesis—We are, etc., 


R. M. BANNERMAN. 
SHEILA T. CALLENDER. 


Nuffield Department of Clinical Medicine, 
Radcliffe Infirmary, Oxford. 
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Sir,—I cannot agree with your annotation (October 
28, p. 1139) that there exists a mild British target-cell 
anaemia which differs from the thalassaemia of 
Mediterraneans. I have been associated with two of 
the investigations quoted by you. and can assure you 
that the clinical, haematological, and biochemical find- 
ings in these British families do not differ from what 
one sees in Italians, Greeks, Cypriots, Turks, etc., 
resident in this country. Some thalassaemia hetero- 
zygotes may be completely symptomless, presumably 
because the shortened life span of their red cells is 
compensated by greater activity of the bone marrow.. 
In the milder cases splenomegaly is not a constant 
finding. I should think that the patients seen by Israéls 
and Turner in 1955' were also cases of thalassaemia, 
although the authors—quite properly at that time— 
hesitated to diagnose “ Mediterranean anaemia” in 
natives of Manchester. 

I also do not think that electrophoresis of the 
haemoglobin is a merely optional refinement in the 
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diagnosis of thalassaemia. A thalassaemia-like blood 
picture and resistance to treatment by conventional 
haematinics may be found in aleukaemic leukaemia and 
in pyridoxine-responsive anaemia.—I am, etc., 


St. Bartholomew’s Hospital, HERMANN LEHMANN. 
London E.C.1. 
REFERENCE 
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Design of Life-jackets 


Sir,—I have read with great interest Professor E. A. 
Pask’s article (October 28, p. 1140) on the design of 
life-jackets. In it he outlines five desirable requirements 
with which I cannot disagree. As far as airline 
operators are concerned, however, there is another 
requirement which in some ways is\ more important 
than the ones to which Professor Pask has referred— 
namely, that a life-jacket must at the same time be 
sufficiently compact when worn not to impede egress 
through the emergency exits, prior to inflation and use 
outside the aircraft. 

It is exceedingly important that when large numbers 
of passengers have to be evacuated from a fuselage in 
an emergency there are as few hindrances as possible 
to their orderly and rapid evacuation. In simulated 
emergency evacuations we have carried out in B.O.A.C. 
with full loads of passengers, we have achieved a 
complete emptying of 168 untrained personnel in times 
varying from 57 to 90 seconds, but one person with a 
cumbersome life-saving apparatus, or oné which inflated 
too soon whilst in the aircraft, could completely 
dislocate the whole evacuation procedure.—I am, etc., 

K. BERGIN, 


Director, Personnel and Medical Services, 
British Overseas Airways Corporation. | 


Traumatic Rupture of Heart 


Sir,—I read with interest the case of traumatic rupture 
of the heart described by Dr. W. W. Deacon (October 21, 
p. 1067). This is undoubtedly a rare cause of ruptured 
heart. In analysing 2,000 routine post-mortem 
examinations performed in this hospital between 1955 
and 1960 only one similar case was noted. Of the 39 
cases of death from cardiac tamponade and haemoperi- 
cardium, 36 were due to natural causes and only three 
were due to trauma. Two of the latter were associated 
with a fractured sternum, but in the third case the 
thoracic cage was intact and had the following features 
which I thought would be of interest to your readers. 


In August, 1960, a man aged 81 was riding in the front 


passenger-seat of a car which was involved in a deceleration- 
type accident caused by running into the back of another 
car. He was thrown forwards on to the dashboard and 
suffered abrasions of the nose, but refused hospital treat- 
ment. On returning home he appeared well and went to 
bed, but was found dead seven hours after the accident. 
At post-mortem examination there was no evidence of 
traumatic injury to the thoracic cage. The pericardial 
cavity was swollen and filled with 8 oz. (227 ml.) of recently 
clotted blood. The cause of the haemopericardium was 
seen to be a small, recent, traumatic tear of the centre of 
the posterior wall of the left ventricle, half an inch (13 mm.) 
in length. The heart was not enlarged, and the valves 
and chambers appeared otherwise normal. The coronary 
arteries were the site of marked atheroma with narrowing 
of all the main branches, but there was no macroscopic 
evidence of old or recent myocardial infarction. Histology 
of the heart confirmed the traumatic nature of the rupture. 


An interesting additional finding was marked osteo- 
arthritis of the thoracic spine with severe osteophytic 
lipping. It seemed reasonable to assume that the heart 
had been ruptured in a deceleration-type of car accident 
by sudden movement backwards of the heart against 
an osteophytic spine. It was important in this case for 
medico-legal reasons to confirm the traumatic nature of 
the myocardial rupture by histology. 

I agree with Dr. Deacon’s comment that traumatic 
rupture of the heart should always be considered where 
fractures of the thoracic cage have occurred. This case 
suggests that in the elderly a rupture of the myocardium 
is possible as a form of contrecoup injury against an 
osteoarthritic spine without any damage to the thoracic 
cage.—I am, etc., med 
Depertonent of Morbid Anatomy, C. R. TRIBE. 


Mandeville Hospital, 
Aylesbury. 


Acute Myxoedema 


Sir,—Five cases of acute myxoedema precipitated by 
pneumonia are described by Drs. W. Hausmann and 
A. J. Karlish (October 21, p. 1063). Myxoedema is a 
common disease whose insidious and unrecognized onset 
is its most characteristic feature. Even after total 
thyroidectomy, when the supply of thyroid hormone 
must be presumed to cease abruptly, the clinical and 
biochemical features of hypothyroidism only develop 
gradually after a delay of several weeks. The existence 
of an acute myxoedema, in which these features develop 
rapidly over the course of a few days, is therefore 
surprising, and indeed novel, for, as Drs. Hausmann and 
Karlish remark, “search of the literature has not 
produced any well-substantiated cases.” This statement 


‘is still true. 


In order to provide evidence for the existence of a 
new clinical concept like acute myxoedema it is 
necessary to prove beyond reasonable doubt that the 
patients were originally euthyroid and also that, shortly 
afterwards, they were significantly hypothyroid. Neither 
of these facts has been established. The evidence 
offered for the absence of previous myxoedema is 
negligible. In three of the five cases it is limited to 
observations that the patient was previously “ well and 
working,” “normally pretty alert and active,” or “in 
good health before admission.” In the other two cases 
no evidence is offered at all, though in one the disarming 
comment is made that the patient “ had been tired for 
two years ” and receiving iron tablets for anaemia. The 
evidence provided for the subsequent development of a 
hypothyroid state is little better. The only two patients 
on whom radioiodine uptake tests were performed both 
had uptakes within the normal range and no case had 
a basal metabolic rate determination. 

1 appreciate the difficulty in obtaining good evidence 
of a previous euthyroid state in patients who later 
become myxoedematous and that treatment of pneu- 
monia must take precedence over verification of a 
possible concomitant myxoedema. It may be that Dr. 
Hausmann’s and Dr. Karlish’s patients did develop 
myxoedema acutely. But the evidence presented is 
quite insufficient to establish this. One must therefore 
be forgiven for believing that admission to hospital 
with pneumonia did no more than draw attention to 
myxoedema that had been present long before.—l am, 


etc., 
Hos R. E. KENDELL. 


London'S 
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Chronic Bronchitis 


Sir,—In the leading article on chronic bronchitis 
(October 14, p. 1004) you recommend that in cases of 
bronchitis with wheeze and uninfected sputum steroids 
should be given a clinical trial. There is no- reputable 
published evidence that this group of cases do gain any 
lasting benefit from steroid therapy. They are clinically 
very difficult to differentiate from the chronic asthmatic 
in whom there is very good evidence’ that steroids 
produce no lasting improvement. You suggest a short 
trial period of treatment and the use of the Wright peak- 
flow meter to detect the therapeutic response. But 
assessment during the first weeks of treatment is little 
guide to the ultimate effect of long-term steroid treat- 
ment. Like asthmatics. these cases will often show an 
initial improvement which at this early stage will subside 
on placebo. If they behave like asthmatics this initial 
effect will disappear and in a few months their wheezy 
bronchitis will be as bad as before, but they will be 
psychologically and metabolically dependent on the 
steroid therapy. 

As there is no reliable evidence that long-term steroids 
do wheezy bronchitis any good, | think it inadvisable to 
expose these patients to the manifold dangers of steroid 
therapy. however well they respond during the first few 
weeks of treatment.—I am, etc., 

Department of Therapeutics and 

harmacology, 
The Queen’s University of Belfast. 
REFERENCE 
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PETER ELMEsS. 


Sir,—In your leading article (October 14. p. 1004) on 
chronic bronchitis and the general practitioner reference 
is made to the use of steroid therapy on an empirical 
basis in order to pick out patients to whom this form 
of treatment will give marked relief. In 1958 I published 
details of a trial of steroid therapy in chronic asthma," 
in which I found that results were quite unpredictable 
until after 1 devised a rapid and effective test for 
eosinophils in the sputum. It was soon obvious that 
only cases with eosinophils in the sputum responded to 
steroids, and that these cases were suffering not from 
chronic bronchitis but chronic allergic asthma. It also 
became evident that, while it is usually impossible to 
distinguish chronic bronchitis from chronic perennial 
allergic asthma without searching for eosinophils in the 
sputum by the method described, it is also possible to 
make the distinction by a short therapeutic trial of 
steroids just as suggested in your leading article. 

One result of my trial of steroids in chronic asthma 
was an embarrassing number of patients who became 
steroid-dependent. This led to a large-scale attempt to 
identify the causal allergens and to treat by avoidance 
or desensitization, with the primary object of rendering 
steroid therapy unnecessary, and, secondly, to find out 
if the eosinophils would disappear as a result of success- 
ful desensitization.?, The first objective was reasonably 
successful, but only a small number became free from 
eosinophils in the sputum, suggesting that by present 
methods of desensitizatiom the dictum “ once an allergic 
always an allergic” is nearly always true. 

From the clinical point of view, the chronic bronchitic 
whose wheezing and dyspnoea are made worse by the 
use of antibiotics, because of the increased viscosity of 
mucoid sputum, and the patient who seems to gain onlv 
very temporary relief from antibiotics, are those whose 


complaints most frequently have an allergic basis. It 
is also true that in some of these cases, contrary to 
expectations, recurrent infections cease after the intro- 
duction of steroid therapy. 1 would emphasize, however, 
that steps must be taken to ensure that the sputum is 
mucoid beture attempting a trial of steroids, as the effect 
of these hormones is strongly opposed by the presence 
of infected sputum. I would also advise against too 
ready acceptance of readings taken with the Wright 
peak-flow meter, or any other method of measurement 
of pulmonary ventilation, particularly as the Wright 
meter is not very sensitive to very low levels of flow. 
As I have stated elsewhere** due credence should be 
given to the patients’ statements regarding their exercise 
tolerance as assessed by the performance of simple 
daily tasks, because there is sometimes a marked 
discrepancy between this and instrumental readings 
relating to only one measure of lung function. 

Finally, my main object in seeking space in these 
columns is to emphasize that steroids are only a 
palliative, that the diagnosis of allergic asthma by means 
of such a therapeutic trial is only the first step in treat- 
ment, and that an attempt at a cure by means of 
investigation of the basic allergic cause of the condition 
and appropriate treatment should follow in every case. 
In allergic states it would seem ideal to regard the | 
steroid hormones as the most effective method of con- 
trolling the condition pending the results of specific 
treatment. In many cases, however, investigation fails 
to reveal the cause, and the choice between the evils of 
chronic asthma and those of long-term steroid therapy 
must be made. This must often be the case in Britain 
to-day where those interested in allergy are few and far 
between, and the poor results of treatment in years gone 
by may have prejudiced many ‘practitioners against 
desensitization therapy. When it is recalled that the 
first discoveries in the field of clinical allergy were made 
in this country by Blackley, and later by Noon and 
Freeman, it seems curious that Britain is one of the few 
countries in the world where the study of allergy is 
not generally recognized as a definite specialty—I am, 
etc., 


Derby Chest Clinic, 
Derby. 


H. Morrow Brown. 
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Sir,—Chronic bronchitis appears to remain as a con- 
siderable social or perhaps industrial medical problem. 
Current interest is ‘mainly towards treatment, and little 
appears to be known about the origin of this condition. 
Chronic bronchitis in children, as manifested by a 
productive cough, is quite common, and most of these 
children also have chronic sinusitis and perhaps ear 
troubles. Local experience has shown that only about 
half of these children can be cured at the present 
moment. The remainder persist with respiratory 
suppuration. If, as is usually the case, they are under 
the care of a paediatrician, they escape from that care 
when they leave school and go forward into life with 
their condition still present. As adolescents they will 
not admit any disability from their chronic respiratory 
suppuration and avoid any help being offered for it—not 
that it matters particularly, because such medical help 
appears to be of little use. 

Study of these children at younger ages suggests that 
the respiratory suppuration arises in the very early years, 
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and is possibly dependent upon the neglect of an initial 
respiratory infection. This is the likely reason why the 
condition has such a social characteristic. It is not likely 
that atmospheric pollution plays much part, and it is 
certain that smoking cigarettes plays no part in this. It 
is suggested by studies of children so afflicted that the 
solution to the problem of chronic bronchitis in the 
adult is prevention of such in the very early childhood 
days. Once really established it is likely to remain for 
life—I am, etc., 


Newcastle upon Tyne 2. J. I. Munro BLACK. 


Codeine for Bronchitis 


Sir,—I enjoyed your leading article on chronic 
bronchitis (October 14, p. 1004), but I was surprised 
to read that “Codeine linctus contains so little of the 
drug as to be almost useless.” Codeine linctus B.P.C. 
and B.N.F. 1960 contains about 1|/S5th grain (13 mg.) 
of codeine phosphate in 60 minims (3.6 ml.) and syrup 
of codeine phosphate B.P.C. contains about 4} grain 
(16 mg.) of codeine phosphate in 60 minims (3.6 ml.). 
Surely these differences are of no significance in prac- 
tice, and, as we are exhorted to use British National 
Formulary prescriptions when possible, I cannot see any 
reason for discontinuing linctus codeine B.P.C. and 
B.N.F. 1960. It is worth noting that the present linctus 
contains about one and a half times as much codeine 
phosphate as linctus codeine B.P.C. 1954.'—I am, etc., 


JOHN CLARKE. 


Pneumoconiosis Research Unit, 
Llandough Hospital, 
Penarth, Glamorgan. 
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Pyrimethamine and Polycythaemia Rubra Vera 


Sir,—Dr. J. L. Stafford makes several interesting points 
in his letter (October 7, p. 960): We have found that 
the M.C.H.C. in our series of patients under treatment 
with pyrimethamine ranged from 29 to 33%. We agree, 
therefore, that the packed-cell volume is more accurate 
than the haemoglobin concentration as a guide to the 
red-cell mass in the control of this disease. We would, 
however, like to take issue with Dr. Stafford on two 
other points. We have found that the return of symp- 
toms such as headaches and a feeling of oppression is 
accompanied by a rise in the reticulocyte count and 
always responds promptly to adjustment of the pyrimeth- 
amine dosage. 
only in the initial stages of treatment, and the long-term 
disadvantages of repeated venesection are well known.' 

Finally, since writing the paper (September 2, p. 617), 
one of our patients who required a high maintenance 
dose (three tablets, 75 mg. daily) did develop mild 
epigastric discomfort, but this resolved completely when 
the same dose was administered as the elixir. We would 
like to emphasize that this is the only instance of gastro- 
intestinal irritation at therapeutic dosage which we have 
encountered in seven patients under treatment for 
between one and three years.—We are, etc., 


D. E. PEaa. 


Radiotherapy Department, 
Westminster Hosp:tal, H. T. Forp. 
London S.W.1. 
REFERENCE 
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We consider that venesection is indicated - 


Phenindione and Blood Coagulation Factors 


Sir,—Dr. P, W. Frederiks’s letter (August 26, p. 583) 
ends as follows: “I would like to suggest further proof 
before accepting Professor Owren’s statement on the 
practical significance of the Christmas-factor sensitivity 
of thrombotest.” I shall certainly be the first to admit 
that we have met insurmountable difficulties to 
providing statistics demonstrating the significance of a 
disproportionate and severe reduction of factor LX as 
a cause of haemorrhagic complications during anti- 
coagulant therapy as controlled by the thrombotest 
method, for the simple reason that such episodes do not 
seem to occur if the thrombotest value is kept above 
10%. 

The risk of haemorrhage increases progressively at 
factor-IX levels below 8% as evaluated by the secondary 
bleeding-time test. Actual bleedings seem to be rare at 
levels above 5%, but we nevertheless have placed the 
critical level at 8% in order to provide for a certain 
margin. The “ modest aim” of the thrombotest to be 
sensitive to Christmas-factor depressions below about 
8% in patients on anticoagulant therapy, therefore, is 
just what is needed. The clinical problem, as Dr. 
Frederiks correctly states, is more important—namely, 
the practical significance of applying a factor-[X- 
sensitive test. I previously stated that: “It is difficult 
to know how important this is,“ because we do not 
know the exact frequency of bleeding episodes caused 
by excessively reduced factor IX. Bachmann ef al.? 
have reported that about 25% of the bleeding episodes 
observed could be ascribed to factor-IX deficiency. 
During the last year we have slightly increased the 
intensity of therapy, aiming at a thrombotest level of 
15% with an upper limit of 20% instead of 25%. Asa 
consequence we have observed escapes below 10% 
somewhat more frequent than previously In all these 
cases separate clotting factors have been determined and 
bleeding-times performed. A large number of patients 
with thrombotest values in the therapeutic range have 
also been examined. Results show that factor X as a 
general rule is the factor most depressed, then follows 


Thromboplastin Time 
(Seconds) 
s 
dg 
3 
E | | fet 
252 | | 
L. W. 2:7 12 6 15 4 30 28 21 
E. K. 4 10 8 12 5 32 30 26 
5.3. 8 14 9 16 8 28 27 20 
S.P. 5 12 9 15 A. ee 29 28 20 


factor VIT and prothrombin, whereas factor TX remains 
at a higher level. This last observation confirms the 
findings of Denson.? However, there are unfortunately 
important exceptions to this rule. During our study 
we have so far observed two bleeding complications 
which we ascribed to severe factor-IX deficiency (the 
two first patients in the Table). In the same period five 
bleedings were observed caused by factor-X deficiencies 
below 5%. It is interesting to note that in all the 
four cases of low factor IX the factor-VII concentration 
also was lower than usually found. In the average case 
factor VII and prothrombin follow rather closely. It 
will be seen from the Table that in all four cases of 
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severe depression of factor [IX the thrombotest value 
was found below 10%, whereas the three thromboplastin- 
time tests applied showed therapeutic values. The two 
first patients had haematuria. Results of tests with 
Geigy thromboplastin and “ simplastin” in these cases 
would rather indicate increase than reduction of dosage. 

As mentioned, we are unable to present figures on 
the relative frequency of factor-[X deficiency as a cause 
of bleeding complications, and we are reluctant to over- 
treat our patients in order to provide such figures. For 
the time being we must be satisfied by knowing that 
such situations may occur. If means are available for 
preventing also this complication, 1 see no reason why 
it should not be done.—I am, etc., 


University Hospital, 
lo, Norway. 


P. A. OwWREN. 
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The Wrong Patient 


Sir,—In your issue for October 28 (pp. 1136 and 
1157) you have given some prominence to the recom- 
mendations contained in the joint memorandum of the 
Medical Defence Union and the Royal College of 
Nursing on the steps to be taken to obviate the risk of 
operating on the wrong patient or the wrong part of 
the patient. The precautions advocated should receive 
general approval from all those concerned, and I only 
wish to refer to the recommendations relating to the 
labelling of patients prior to operation. 

In my own work as a gynaecological surgeon I am 
chiefly concerned to identify with certainty the 
unconscious patient brought into the operating theatre. 
For the last twelve months, as part of the pre-operative 
routine the patient has been invited to write her full 
name on the skin of the anterior aspect of her thigh 
using a ball-point pen. This simple procedure serves to 
identify the patient and eliminates the risk of identity 
discs or labels being lost or wrongly affixed. While this 
is sufficient for my purpose other details such as the 
hospital number or the nature of the operation could 
be added if it was thought desirable. 

At the outset | was a little concerned that the 
implications of the procedure might worry some 
patients, but experience has shown that a simple 
explanation will secure their interested co-operation and 


approval.—I am, etc., 
Cockermouth, F. J. COCKERSOLE. 


Cumberland. 
Tetanus Prophylaxis and the Courts 


Sm.—I was‘surprised to read in Dr. N. ‘Naunton 
Davies's letter (October 28, p. 1150) that “ it is a rule in 
some hospitals that casualty officers must (my italics) 
give antitetanus serum in all relevant cases,” and I 
suggest that such a rule is bad—both from the clinical 
aspect and certainly from the medico-legal aspect which 
it is presumably intended to safeguard from the 
hospital's point of view. 

Apart from the fact that it amounts to “clinical 
direction.” which deprives the doctor of his fundamental 
responsibility to act in the interests of the individual 
patient according to his own professional knowledge and 
conscience, slavish obedience to the rule could itself 
found a claim in negligence—i.e., failure to exercise 


reasonable care and skill—in exposing the patient to an 
unnecessary risk. 

The decision whether or not to give A.T.S. is one of 
the most difficult problems confronting the casualty 
officer, or indeed the G.P., and in my opinion it can 
never be resolved by the issue of categorical rules such 
as is described by Dr. Davies in his letter.—I am, etc., 

ALISTAIR FRENCH, 


London W.1. Secretary, Medical Protection Society. 


Routine Immunization 


Sir,—Dr. C. E. Goldsborough wrote (October 7, p. 
961) that he uses a needle made to his own specification 
a quarter of an inch (6.4 mm.) long and of 17 gauge 
for immunizing babies. If he means 17 Standard Wire 
Gauge (S.W.G.) this is indeed a formidable implement. 
If not, then to what gauge does he refer ? Perhaps it is 
always wise to refer to the actual diameter of needles 
as well as to the gauge number.—I am, etc., 


London W.5. A. HOLLMAN. 


Hepatitis from Tattooing 

Sir,—With reference to your annotation on hepatitis 
from tattooing (October 21, p. 1077), in the autumn of 
1959 eight soldiers, who had been tattooed at the same 
establishment in Malta, were admitted with hepatitis to 
the British Military Hospital, Tripoli, Libya. At the 
same time similar cases were admitted to the David 
Bruce Military Hospital in Malta. The average interval 
between tattooing and the onset of jaundice in the 
Tripoli cases was three and a half months, It ranged 
from three to four months. All the patients made a 
satisfactory clinical recovery, and at the time of 
discharge their liver-function tests had returned either 
completely, or almost, to normal.—I am, etc., 


St. Thomas’ Hospi 
D. N. Crort. 


Paraesthesia of the Hand in Pregnancy 


Str,—I was interested to read the article by Mr. Carl 
Wood on “ Paraesthesia of the Hand in Pregnancy” 
(September 9. p. 680) on return from my holiday. Dr. 
R. S. Crow (September 23, p. 828) is of course perfectly 
correct in stating that many patients with the carpal- 
tunnel syndrome describe paraesthesiae in the little 
finger as well as in the digits supplied by the median 
nerve, although sensory impairment in this finger has 
never been described. 

A year or so ago I discussed ‘this problem with Dr. 
Michael Blunt, now-professor of anatomy at Sydney, and 
he informed me that there are normal communications 
between the median and the ulnar nerves both 
between the netve trunks in the forearm and between 
the fifth digital*branch of the median and the superficial 
branch of the ulnar nerve in the palm: these may afford 
an explanation for this discrepancy. 

Tt is also interesting that Mr. Carl Wood’s cases 
improved with hydrochlorothiazide. This is in line with 
the observations of Dr. J. A. R. Tibbles and myself 
(July 1, p. 29) in treatment of the carpal-tunnel syndrome 
in the non-pregnant patient—I am, etc., 


Whipps Cross “em K. W. G. HEATHFIELD. 


London E. 


Str,—Dr. R. S. Crow (September 23, p. 828) suggested 
that my description of “ the four-finger syndrome” in 
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pregnancy was unnecessary and unjustified, and that 
unless there was reliable evidence of sensory loss 
inconsistent with a lesion of the median nerve then I 
was dealing with cases of the carpal-tunnel syndrome. 
In six of the ten cases described as the four-finger 
syndrome there was loss of sensation in the litile finger, 
as judged by light touch and pin-prick. One of these 
cases developed the loss of sensation in the fifth and 
fourth finger one week prior to loss of sensation in the 
remaining fingers. The remaining four cases were 
included in the four-finger syndrome because they either 
had symptoms initially in the fifth finger or maximally 
in this finger. 

Because of the presence of oedema in these cases and 
their response to diuretic therapy it seemed that intra- 
neural or perineural oedema was the most likely cause, 
but I was not sure whether the lesion was one of the 
digital nerves or a combined median and ulnar nerve 
lesion, and this was the reason I chose the unpleasant 
term “the four-finger syndrome.” In the patients with 
the carpal-tunnel syndrome a few of the patients initially 
complained of symptoms in the little finger, but when 
they were asked to map the distribution of their 
symptoms at the time these occurred the little finger 
was Omitted as a symptom site.—I am, etc., 


Institute of Obstetrics and Gynaecology CarL Woop. 


Queen Charlotte’s Maternity Hospital, 
London W.6. 


Carpal-tunnel Syndrome 


Sir,—We were very interested in your annotation on 
the carpal-tunnel syndrome (October 21, p. 1075). To 
the already long list of causes of median nerve 
compression perhaps we might add amyloidosis. We 
have recently seen two female patients both of whom 


presented with a bilateral carpal-tunnel syndrome, one’ 


at 76 years and the other at 60 years of age. Both 
patients had multiple myelomatosis and amyloidosis. 
At necropsy there was amyloid infiltration of the tissues 
surrounding the median nerves in both cases. 

We are hoping to publish these cases in greater detail 
shortly because, although described in the American 
literature,‘~* amyloidosis is not well recognized as a 
cause of carpal-tunnel syndrome in this country. 
Though rare, we feel it should be considered when 
elderly patients present with symptoms of median nerve 


compression.—We are, etc., SPM 


D. H. MACKENZIE. 


w 
Le W. vAn’T Horr. 
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Smr,—I have read the annotation (October 21, p. 1075) 
on the carpal-tunnel syndrome with interest, and find 
myself in agreement with everything that it contains, 
with one exception. I cannot agree that immobilization 
of the wrist by means of night-splints is of any value 
either diagnostically or therapeutically in connexion with 
this syndrome. 

I have maintained! that the factors producing this 
syndrome are active by day in the form of overuse of 
the wrist, that the consequent swelling leads to relative 
ischaemia of the median nerve, and that the nocturnal 


symptoms are associated with recovering circulation. In 
my own experience the use of night-splints has been 
completely ineffective, but full immobilization of the 
wrist, both by day and by night, by the use of a full 
Colles’s plaster is uniformly effective, both as a 
diagnostic test and in many cases as a form of 
therapy. A certain number of patients relapse after 
this form of treatment and then require surgery.—! 
am, etc., 


* London W.1. Davip KENDALL. 
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Elastic Ankle-bands and Cramp 


Sir,—I have recently been puzzled by my 3-year-old 
son’s complaint of nocturnal leg-pain. This has occurred 
four or five times in the last six months and wakes him 
from sleep. The pain appears to be confined to the calf 
of one or both legs and the muscles feel tense when he 
has the pain. Therapy has been restricted to local 
massage and the pain wears off within a few minutes. 

He wears a two-piece sleeping-suit with elasticated 
wrists and ankles, made by a well-known firm, and it 
occurs to me that the ankle-band may be riding up over 
the calf and restricting the circulation like a tight garter. 
I shall be interested to know whether anybody else has 
come across this symptom or could offer an alternative 
explanation.—I am, etc., 


Department of Child Health, R. W. SMITHELLS. 


niversity of Liverpool. 


Free Beer 


Sir,—I have received a circular letter signed by a 
gentleman recently elevated to the peerage, who 
evidently does not think it derogatory to his office to 
ask me in its final paragraph if I would like a free 
gift of twelve bottles of beer to be sent to me or one 
of my patients. Earlier in the letter I was asked to 
find time to express an opinion about the value of beer 
for my patients. 

He claims that in response to a previous circular letter 
more than half the doctors in Britain replied favourably 
and told of conditions in which they had found the beer 
to be of benefit. I find it difficult to believe that six 
years ago 10,000 practitioners had the time or the 
inclination to write this kind of commendation even 
though they were assured that their replies would be 
treated with the strictest confidence. No mention is 
made of any critical comments that may have been 


received. 


At a time when alcoholism is a serious and growing 
health problem, and when there are almost no beds 
available under the N.H.S. for the treatment of 
alcoholics, it seems against the public interest to adopt 
methods of this kind to extend the consumption of 
alcohol in the community. The World Health Organiza- 
tion has conservatively estimated the number of 
alcoholics in Britain as 86,000. 

It is to be hoped that the brewers will not in future 
make use of this method of advertising, and that doctors 
will not lower the prestige of their profession by 
co-operating in this attempt to delude the public into 
thinking that beer is a safe and good remedy for many 
complaints. On the contrary, there is a growing volume 
of opinion that alcoholic drinks should not be advertised 
at all—lI am, etc., 


Woodbridge, Suffolk. A. SPENCER PATERSON. 
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Sobering-up 

Sir,—I wonder whether those who have entered into 
this correspondence (October 14, p. 1025) or, for that 
matter, the many who may be interested in the subject 
now, have ever tried the simple remedy, temporary 
perhaps, which we used to use “on casualty” when I 
was a student at “George’s.” For those who were 
obviously drunk and pretty incapable we used a table- 
spoonful of vinegar ; stand clear and watch the results. 
Apart from possible vomiting, there was a remarkable 
sobering-up. This remedy may be somewhat unscientific, 
but often it was remarkably effective. I used it several 
times later on when serving in India with equally satis- 
factory results, particularly one Sunday evening in 
Karachi on a fellow who had been lying “ blotto” in 
the club for some hours. In 20 minutes he drove his 
own car home. 

I presume this remedy is the basis of the “ prairie 
oyster ” used for a hangover. It would be interesting to 
know whether this method is still used and whether it 
can be recommended for a motorist about to drive home 
after an evening at the “ pub.”—I am, etc., 


Chulmleigh, N. Devon. TREFFRY O. THOMPSON. 


Home-made Wine and Lead-poisoning 


Sir,—With regard to the report of Drs. C. Rickwood 
Lane and A. Lawrence on lead-poisoning from home- 
made wine brewed in glazed earthenware jars (October 7, 
p. 939), at the turn of the century my father, Dr. G. A. E. 
Roberts, reported over 30 similar cases in one year and 
thought there would have been as many more who were 
not ill enough to seek advice. In 1906’ he reported a 
case of lead-poisoning due to drinking company’s tap 
water. Lead carbonate was deposited in -the pipe 
caused by the electric-light cable of the house supply 
crossing the water pipe and setting up electrolysis. The 
tap water contained 0.14 gr. per gallon (2 mg. per litre). 
—I am, etc., 


Twyford, 
Near Winchester, Hants. 


G. MARSDEN ROBERTS. 
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Plantar Warts 


Sir,—It is interesting to read in Dr. C. F. H. Vickers’s 
article (September 16, p. 743) of yet another method 
of treating plantar warts—and indeed it is evident that 
the method he describes, if carefully pursued, achieves 
good results. It is, however, time-consuming and 
involves subsequent curettage in a considerable propor- 
tion of cases. Dr. Vickers condemns radiotherapy and 
quotes the opinions of two plastic surgeons in support 
of this. Such condemnation recurs from time to time 
in the literature, and there is no doubt that much of it 
is justified. However, radiotherapy is a wide term which 
includes the use of many forms of radiation varying 
widely in nature, quality, and penetrative power. The 
disasters occur only, | believe, after the use of radiations 
of penetrating quality and high depth-dose, which 
damage the blood supply of the underlying tissues, 
leading to necrosis. 

The fact is that by the use of unscreened radium 
an entirely different form of radiation is used in which 
the rapid fall-off in depth-dose precludes such damage 
and makes it a safe method of treatment. The treat- 


ment-time is short (under two hours), it is painless 
except for some slight discomfort a week after treat- 
ment, and failures are few.—Il am, etc., 


London W.1. A. J. DURDEN SMITH. 


Sir,—Dr. H. W. Chadfield condemns (October 14, 
p. 1023) the use of radiotherapy in the treatment of 
plantar warts. As practising radiotherapists we are 
fully conversant with the effects of ionizing radiations 
on human tissues and are not irresponsible in their use. 
No one doubts that radiotherapy has been disastrously 
abused in the past, but my letter (September 30, p. 894) 
was concerned with the results produced by expert 
hands in a modern radiotherapy department. 1,000 r 
at 85 kV delivered over a 1-cm. field, using a lead 
cut-out the exact size of the verruca, has never produced 
the complication described.—I am, etc., 

Radiotherapy Department, R. M. CLARK. 


Royal Northern Hospital, 
N.7. 


Smr,—I feel I must reply to Dr. Robert P. Warin 
(October 7, p. 962) with regard to the method that he 
describes for treating plantar warts with formalin. 
Eighteen patients attended this department who had used 
the method for six weeks without success—all were 
cured by formalin foot-soaks. I cannot therefore agree 
that the method he describes is as effective as actually 
soaking the skin in formalin, though it is undoubtedly 
more convenient to the patient. 

Few of the children I treated, or their parents, 
complained of the inconvenience, as treatment is usually 
undertaken whilst doing homework or watching tele- 
vision.—I am, etc., 

C. F. H. VICKERs. 


The Rupert Hallam Department of Dermatology, 
Sheffield Royal Infirmary, 
Sheffield. 


Nuclear War 


Sir,—I sympathize with the views recently expressed 
on this subject in your correspondence columns, but I 
fear that protests alone, although they may be valuable, 
are unlikely to influence very greatly the course of 
events. Human behaviour, whether individual or 
communal, arises frorh an interplay of mental forces, 
some obscure from or unknown to consciousness, and 
the results often conflict with conscious aspirations. 
Thus while all Governments claim, no doubt quite 
truthfully, that they desire peace, preparations for war 
intensify. Meanwhile far too little attention is paid to 
the psychological mechanisms that are bringing the 
world to the brink of war. 

I believe that the medical profession here and 
elsewhere has a duty to campaign for adequate attention 
to this vital topic. Insight into it, particularly among 
governing circles, could make so much difference.—I 
am, etc., 


Cefn Coed Hospital, 
Swansea, Glamorgan. 


D. E. Copas. 


Sir,—I would like to support your correspondents 
who have written on the subject of nuclear warfare. 
Should not our profession, in its expert role, be playing 
a greater part in bringing realities to the attention of 
the public? In particular, the refusal of doctors to 
participate in the charade of Civil Defence would help 
the public recognize that no politician has the right 
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to talk as if war without virtual annihilation were a 
possibility. 

I would also suggest that any doctors who have 
personal contacts with colleagues in the U.S.A. or in 
the Communist countries should write to them on this 
subject to encourage them to inform their own public 
and restrain their own politicians—1 am, etc., 

London N.W.S. ANTHONY RYLE. 


Dr. C. de L. Shortt Memorial Fund 


Sir,—We, the undersigned, have been approached by 
many of the late Dr. Shortt’s friends and patients, who 
so much appreciated his work over a period of 26 years 
in Kingston and the surrounding districts, to establish 
a memorial fund. 

We know that Dr. Shortt, who was a member of the 
visiting medical staff of the New Victoria Hospital at 
Kingston, was keenly interested in the development of 
the facilities there. This hospital is the first independent 
voluntary hospital to be founded in Great Britain for 
over 21 years, and it would seem most fitting that the 
proceeds of this fund should be applied to the dedication 
of a bed in Dr. Shortt’s memory. To carry this into 
effect the sum of £1,000 would be required. 

We therefore appeal to all those readers who 
remember Dr. Shortt’s work with gratitude and affection 
to subscribe as generously as possible to the fund. 
Contributions may be sent to the honorary treasurer at 
19 Wolverton Avenue, Kingston-upon-Thames, Surrey, 
cheques being made payable to the “ Shortt Memorial 


Fund.”—We are, etc., Lw 
Chairman. 
P. HouGu, 
Honorary Treasurer. 
GWENDOLINE P. BENTFIELD. 


Research on Mental Defectives 


Sir,—I see that Dr. A. W. Johnston and his co- 
workers (October 21, p. 1046) made use of the patients 
in an American hospital for mental defectives to 
prosecute their researches. It is bad enough to be 
such a patient without having to submit to the outrage 
of having your belly slit up so that researchers can 
examine and photograph your pelvic organs and remove 
bits of your ovaries for their purposes.—I am, etc., 


Liverpool 18. B. S. JaRvIs. 


POINTS FROM LETTERS 
Chronic Bronchitis 


Dr. Davip A. HERD (Leeds 8) writes: It is beyond my © 


comprehension how any doctor can write advising general 
practitioners to encourage their patients to change from 
cigarette to pipe-smoking. I presume the leading article 
(October 14, p. 1004) was written by a doctor. ... The 
fumes from pipe-tobacco are considerably more irritant than 
cigarettes. 
Nationalities of Junior Staff 

Dr. 1. M. LrpracH (Chadwell Heath Hospital, Romford, 
Essex) writes: I really was surprised to read of Professor 
Charles Wells’s well-meant but naive suggestion (October 
28, p. 1148) about staffing peripheral hospitals. Surely this 
virtually amounts to direction of labour. Such a measure 
may be all right for H.M. Forces or in war-time, but not 
for a so-called “ free” profession. There is enough nepotism 
and power-politics about already without concentrating this 
still further. . . . No, the answer is to close all those small 
and inefficient hospitals that are difficult to staff and difficult 
of access, and to give the young doctor adequate pay, 
conditions, and prospects. 


Obituary 


LEONARD ABRAHAMSON, M._D., F.R.C.P.I. 


Professor Leonard Abrahamson, a former President of 
the Royal College of Physicians of Ireland and senior 
physician to the Richmond (now the St. Laurence’s 
Group) Hospital, Dublin, died at his home in that city 
of a coronary thrombosis on October 28. 


Leonard Abrahamson was born in Newry, Co. Down, in 
1897, and his early education had been at the Christian 
Brothers’ School in that town. from which he entered Dublin 
University on a double sizarship in Gaelic and Hebrew, 
having passed through all grades of the old “ intermediate ” 
svstem with first place and first honours in each grade. 
His standing in College subsequently was that of a 
Foundation scholar in modern languages. His later 
transference to the School of Physic was the commence- 
ment of a course no less brilliant, one studded with first 
honours in each succeeding year. with the ultimate award 
of the M.B., B.Ch. (stip. cond.) in 1918. He had paid for 
his full professional education by his own individual efforts, 
so that to those through whose hands he had passed it was 
clear that a student of such calibre was destined for the 
highest places in his chosen profession. 

The destined places came. He left the School of Physic 
with the university travelling scholarship in medicine in his 
gift. This allowed him a year’s postgraduate studv in Paris. 
Returning to Dublin, he proceeded M.D. (1922). having 
taken his Membership of the R.C.P.I. in 1921. His election 
to Fellowship followed in the year of his return. His first 
opportunity as a clinical teacher was to come rapidly with 
his appointment as assistant physician to Mercer’s Hospital. 
He served there for the nine years 1922 to 1931, during 
which period his reputation among the students grew with 
each passing year. Men now long established in practice 
have told me of their attendance at his earlier clinics, and 
the lessons they had derived from them: of his clarity of 
exposition, his constant consideration for the patient’s 
feelings who happened to be the subject of his demonstra- 
tion, and the pervading sincerity and humanity that are the 
hallmark of the Good Physician. One of these men told 
me of “ Abie’s”” having sent him—an obscure country G.P. 
—a detailed account of his findings in a difficult case for 
diagnosis, and advising that as his patient could well afford 
to travel he should send him to a senior consultant in 
London. There the patient underwent an E.C.G. examina- 
tion. On his return to Dublin his patient saw Abrahamson 
again to tell him of his experience with this novel 
apparatus, asking: “Why have you not got one of these 
machines?” ‘Mine is a small hospital, and we cannot 
afford the expense,” was the reply. A few weeks later a 
heavy parcel was delivered at the hospital door with the 
direction within: “For the personal control of Dr. 
Abrahamson.” With so fortunate a gift “Abie” could 
always claim to have founded the specialty of cardiology 
in Dublin. 

His academic brilliance was soon recognized by his 
appointment as professor of pharmacology in the Schools 
of Surgery (1922), and he speedily made his mark in the 
weekly meetings of sections of the Royal Academy of 
Medicine in Ireland. Within five years he obtained further 
recognition with his promotion to the chair of medicine in 
the Schools of Surgery, 1934. In that same year he accepted 
the invitation of the board of the Richmond (now 
St. Laurence’s Group) Hospital to join their senior staff. 
That post he held to the day of his death, his son, Mervyn, 
having been appointed to carry out his duties there and in 
the School during the term now passing. 

It was a period of fullest recognition of his many 
accomplishments: professor of medicine; President, 
R.C.P.1. (1949); president of the Royal Academy of 
Medicine in Ireland; member of the Association of 
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Physicians of Great Britain and Ireland; president of the 
Section of Cardiology at the Annual Meeting of the B.M.A. 
in Dublin (1952); and Founder member of the British 
Cardiac Society. 

Often I had wondered at the paucity of his contributions 
to our British and Irish journals. To my many efforts as 
editor of the Journal of the Academy to stimulate him he 
would plead that he found it hard enough to prepare his 
lectures, the numerous calls on his time with a large 
practice, and those of the various committee and council 
meetings which made so many inroads on his time. The 
two papers which we find entered in the books of reference 
were published in his early years: that on “ Four Cases 
of Dextrocardia ” (Quart. J. Med., 1925), and (in conjunc- 
tion with T. G. Moorhead) in this journal (1928), that on 
“ Thrombophlebitis Migrans,” both the fruit of his early 
days with the electrocardiograph. 

When he gave, he gave royally. I saw much of him in 
his active service to his colleagues through the country in 
the ranks of the Irish Medical Association from 1950 
onwards. There his service to both the city hospitals and 
the body of general practitioners was unstinted. There, as 
a member of council and as chairman of our executive 
committee, through the initial (and still persisting) difficulties 
with the Ministry of Health his loyalty to the Hippocratic 
code was unshakable through those unhappy and difficult 
years, and his generosity to the Association’s funds and 
time immense. His even temper, his level-headed common 
sense, and his administrative ability were always there to 
help in moments of discomfort ; his words of criticism were 
never cassants; his shrewd judgment of men and things 
always helpful. To-day, looking back, one is discomfited 
by the sad conviction that these inroads on the strength 
and energy of a hard-pressed consultant and teacher carried 
with them the seeds of the illness that started four years 
ago. He never complained, but with splendid courage still 
held on. 

His funeral obsequies were the revelation of the hold he 
had on his colleagues, patients, and friends in every stratum 
of the population from city and country as they massed 
around his graveside. “ Well done, thou good and faithful 
servant” doubtless was the silent prayer in the minds of 
many of the hundreds who gathered there for a last farewell. 

To his widow and his children, two of whom now follow 
in their father’s footsteps, we tender our sincerest sympathy 
in their irreparable. loss.—W. D. 


P.T.O’F. writes: Professor Leonard Abrahamson will 
be sadly missed by many of his contemporaries. Before 
starting his university course at Trinity College, Dublin, he 
was Well known for his scholarship in the Irish language. 
By reason of his all-round accomplishments he quickly rose 
to a foremost position as a consultant. His qualities as a 
clinical teacher were recognized far and wide, for he had 
the happy faculty of imparting knowledge in a clear 
unequivocal manner. With the late Professor Moorhead 
he described in the Journal the condition thrombophlebitis 
migrans. Early in his professional career he took a lively 
interest in cardiology, becoming a founder member of the 
Cardiac Club of 1922, later to become the Cardiac Society 
of Great Britain and Ireland. He was also an original 
member of the Irish Cardiac Society. By reason of his 
social, academic, and sporting activities he was exceedingly 
popular, familiarly known to many of us as “ Abie.” He 
held a leading position in Irish Jewry, of which he was a 
devoted adherent. He was a good and honourable man 
who has left behind him a record seldom accomplished by 
others. By a large circle of friends and colleagues he will 
be truly missed. To his devoted family we offer our sincere 
sympathies. 


A. N. GRIFFITH, M.B., B.Chir., F.R.C.S., D.L.O. 


Mr. Adrian N. Griffith, formerly registrar in the aural 
and throat department at St. Bartholomew’s Hospital 
and a senior lecturer in surgery there, died at his home 


in Canonbury, London, on October 29 at the early age 
of 33 after a long illness. 


Adrian Nicholas Griffith was educated at Stowe School, 
Christ’s College, Cambridge, and St. Bartholomew’s 
Hospital, London, graduating M.B., B.Chir. in 1952, 
obtaining the D.L.O. in 1954 and the F.R.C.S. in 1957. 
As a graduate in medicine he won the E. G. Fearnsides 
scholarship at Cambridge in 1956. Soon after qualifying 
he was attracted to oto- 
laryngology, and served as 
a house-officer in the ear, 
nose, and throat department 
at St. Bartholomew’s Hospi- 
tal, then at Lincoln County 
Hospital, and afterwards, 
during his military service, 
as a specialist in the British 
Army on the Rhine. He 
demonstrated anatomy at 
the University of Cam- 
bridge, was registrar in the 
ear, nose, and throat depart- 
ment at the Hospital for 
Sick Children, Great 
Ormond ‘Street, at the 
plastic and facio-maxillary 
surgery unit at Chepstow, and later in the neurosurgical 
and neuro-otological department at the National Hospital, 
Queen Square. 

It was clear that he was destined for more than routine 
clinical work, and in 1959 he was awarded a Wernher 
research scholarship in otology by the Medical Research 
Council. He elected to spend his scholarship year with Dr. 
John Lindsay at the University of Chicago, and during the 
short six months that he spent with Dr. Lindsay he had 
already collected enough material for at least two papers, 
one of which was in draft form at the time of his death. 

After six months in Chicago he developed what turned 
out to be a serious disorder. He returned to England and 
his own hospital, and it was hoped that the treatment he 
received would prove effective. He was well for a year, 
during which time he returned to active work at St. Bartholo- 
mew’s Hospital, where he was appointed a senior lecturer 
in surgery, and he also worked at Queen Square. But early 
this summer it became evident that all was not well and he 
was forced to give up the work he loved so much. Though 
his energies and interest were concentrated on his work, he 
was still able to enjoy life, and his great enthusiasm for 
literature, art, music, and archaeology made him a fascinating 
companion. He was much liked by all with whom he came 
in contact, and those for whom he worked were quite sure 
that a great career lay before him. 

Both his father and his mother were surgeons. Although 
young he was a skilful surgeon himself and had all the 
makings of a fine research worker. His contributions to the 
literature included -historical as well as medical articles, and 
within the last few months two of his articles were published. 

He was so very happy in his recent marriage to Catherine 
Wilson, and it is some consolation to know how much she 
helped him during the last few difficult months of his life. 
“Quem di diligunt, adolescens moritur.”—T. E. C. 


W. A. SHARPIN, F.R.C.S.Ed. 


Dr. W. A. Sharpin, who practised in Bedford for many 
years and was formerly senior surgeon at Bedford 
County Hospital, died after a prolonged period of ill- 
health on October 28. He was 89 years of age. 

Walter Archdale Sharpin was born on September 27, 
1872, the son of Archdeacon Sharpin of Bombay. He 
qualified from St. George’s Hospital in 1895, winning the 
Acland prize in medicine, and he took his F.R.C.S. at 
Edinburgh in 1899. Having held a house appointment at 
the Royal United Hospital, Bath, he went to South Africa 
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as a ship surgeon, returning to take up the post of senior 
house-surgeon and resident medical officer at the Royal 
Hampshire County Hospital, Winchester. Members of his 
family had for long been well known in the medical life of 
Bedford, and in 1900 Walter Sharpin joined his cousins, Drs. 
Colby and Archie Sharpin, in general practice in that town. 
In 1909 he was elected honorary assistant surgeon to the 
Bedford County Hospital and full honorary surgeon in 1929. 
On retiring from the hospital in 1940 he was appointed 
honorary consulting surgeon. During the first world war 
he served in France as surgeon specialist to the 16th General 
Hospital, British Expeditionary Force. He had to work 
against odds for a great part of his professional life after 
sustaining a severe cerebral injury in: 1916. After retiring 
from his hospital posts he carried on in general practice 
until ill-health forced him to retire in 1947. His sister, 
who had married Dr. Phillips, his great friend at St. 
George’s, looked after him in his later years. 


G. A.M. writes: Walter Sharpin was an extraordinarily 
good man. His patients loved him for his gentle kindness 
and consideration for them. He would never fose patience 
or utter an unkind word. Shooting was a sport he dearly 
loved—he was one of the best shots in the country—but 
even when he had a day off to shoot he would always leave 
word so that he could be found in case of need. As a 
surgeon he exercised scrupulous care and was never hurried. 
His results were first-class, and even now there are many in 
Bedford who bless him. After his retirement he would drop 
in for a kindly word with any of his colleagues who might 
be laid up. His great hobby was photography, in which he 
excelled, and he was president of the Bedford Camera Club 
when war broke out in 1939. He continued exhibiting his 
very beautiful work after his retirement. He gradually 
became more and more crippled and eventually had to 
retire to a nursing-home. In Bedford he has been sadly 
missed. 

Dr. Sharpin is survived by one of his brothers and a 
sister, to whom everyone who knew him will extend their 
sympathy. 


Medical Notes in Parliament 


NEW LEGISLATIVE PROGRAMME 
[FROM OUR PARLIAMENTARY CORRESPONDENT] 


The legislative programme for the new session includes 
one expected reintroduction, the Road Traffic Bill; one 
equally notable “ re-omission,” a Bill to regulate health 
and welfare conditions in shops and offices; and the Bill 
to control the entry of Commonwealth immigrants. 


Changes in Road Traffic Bill 


The Road Traffic Bill has been presented in the House of 
Lords. Although it is substantially the same as that which 
the House completed last session it is not welcome there. 
The Lords spent much time and effort on it which was 
largely nullified when it was dropped from the Commons 
programme, and the opinion is strongly held that now the 
Commons should tackle it first, leaving the Lords with orly 
some revision. 

The Bill retains the standard of unfitness to drive through 
drink or drugs as being “ ability to drive properly for the 
time being impaired.” Clause 2 still requires a court to 
have regard to evidence of the proportion or quantity of 
alcohol contained in the blood or present in the body of 
an accused person, as ascertained by analysis of a specimen 
of blood taken from the accused person with his consent, 
but it is now written into the clause that this shall be done 
“by a medical practitioner.” There are also the previous 


provisions for tests of the breath or urine. Refusal of 
consent to the taking or provision of a sample may, unless 
reasonable cause is shown, be treated as supporting the 
prosecution’s evidence or rebutting that of the defence with 
respect to the accused person’s condition. There is, however, 
a new provision in subsection (4) that, if an accused person 
asks at the time to be supplied with a specimen of the 
blood or urine taken from him, evidence of the proportion 
of any alcohol or drug found in the specimen shall not be 
admissible on behalf of the prosecution unless (a) the 
specimen is either one of two taken or provided on the 
same occasion or is part of a single specimen which was 
divided into two parts at the time it was provided, and 
(b) the other specimen or part was supplied to the accused. 

The authorized analyst who makes the test and provides 
by certificate evidence of the proportions of alcohol or 
drug found in the specimen is required, as in the former 
Bill, to possess qualifications for appointment as a public 
analyst, or to be “any other person authorized by the 
Secretary of State.” 

The new Bill distinguishes the six most serious offences 
for the penalty of compulsory disqualification, and lists 19 
others in which disqualification is discretionary. 


Health Clause in Commonwealth Immigration Bill 


The reluctance with which the Government has 
approached the prospect of some control on immigration 
from within the Commonwealth will not have been lessened 
by the reaction to the proposals now put forward. Refusal 
of entry to those who can prove their ability to support 
themselves and any dependants without working, or who 
can show that they have a job to come to, is limited to 
four grounds—health, criminal record, security, or previous 
deportation. These are set out in subsection (3) of Clause 


»2, and paragraph (a) defines the health qualification—* If it 


appears to the immigration officer, or to a medical officer, 
that he [the immigrant] is a person suffering from mental 
disorder, or that it is otherwise undesirable for medical 
reasons that he should be admitted.” The powers of an 


. immigration officer to examine an immigrant for the purpose 


of determining what action, if any, should be taken are 
contained in the First Schedule, and are specifically 
extended under paragraph (5) to medical inspectors. It is 
provided in Clause 16 that immigration officers for the 
purposes of the Bill shail be appointed by the Home 
Secretary, and medical inspectors by the Minister of Health 
in arrangement with the Home Secretary, and that they 
shall act in accordance with such instructions as may be 
given by the Minister of Health under such arrangements. 
The Bill is to operate in the first instance for a period of 
five years. 


Vital Statistics 


Poliomyelitis in Hull 


Between November 1 and November 7 six more cases of 
poliomyelitis were notified in Hull, bringing the total 
number of cases in the current outbreak to 82. Hull City 
Council was recently informed by the chairman of the 
Health Committee that arrangements will be made to offer 
to Hull people under 40 who have not previously had Salk 
vaccine two more doses of oral vaccine made from virus 
of Types 1 and 3 if they were among those (96.3% of the 
population of the city) who were given a dose of vaccine 
made from Type 2 virus during the recent mass- 
immunization campaign (see Journal, October 21. p. 1091). 
Those under 40 already partially immunized by Salk vaccine 
will be recommended to complete the course with that 
vaccine. 
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reas where the numbers o} notifications were ign in ie ‘Summary for British Isles for week ending October 21 
latest two weeks for which figures are available. (No. 42) and corresponding week 1960. 


Week Ending Figures of cases are for the countries shown and London adminisizative 
Acute Sen Oct. 21 Oct. 28 county. Figures of deaths and births are for the whole of England and 
Wales (London included), London administrative county, the 17 principal 
Lancashire Ay ose 23 17 towns in Scotland, the 10 principal towns in Northern Ireland, and the 14 
Bolton C.B. ... 6 3 principal jowns in Eire. 
A blank space denotes disease not noti le or no return available. 
a gland an ales, Scotland, N. Ireland, and Eire, the Ministry of Health 
D. 4l 29 and Local Government of N. Ireland, and the Department of Health of Eire. 
Kingston upon Hull C.B. ... vay 40 21 
1961 1960 
Haltemprice U.D. 0 7 
yohoi 2 | | { 
wee = Paratyphoid 0) 0 8 8 
Food-poisoning .. | 184 8) 30) 2 181; 25) 33; 2 
Carlisle C.B. 2 72 2years.. | 20) 24 
Measles* .. 244 61 135 39 917; 183; 80; 2, 16 
Huntingdonshire 0 26 Meningococcal in- | | | 
St. Neots R.D 0 26 fection 
} j | | 
Dorsetshire 0 18 of 
Aberdare U.D. 9 19 Poliomyelitis, acute:| | | } } 
a Paralytic | 78; OF 10) 3 
26) 21; 0} 188} 28) O 


The graphs below show the uncorrected numbers of cases Puerperal fevers .. 


| 
of certain diseases notified weekly in England and Wales. Scarlet fever | 363) 33) 28 12) 19] 465) 37) 55} 23) 27 
Highest and lowest figures reported in each week during jperculosis: 
the years 1952-60 are shown thus ------ , the figures for Respiratory | 335! 36} 53) 12! 436) 43) 83! 14 
1961 thus ———-. Except for the curves showing notifi- | 42) 
| 


cations in 1961, the graphs were prepared at the Depart- Whooping-cough 26 28, 19] 860| 77, 12| 44 


ment of Medical Statistics and Epidemiology, London 


School of Hygiene and Tropical Medicine. 1961 1960 
Highest 195260 4 j | —— 
Dysentery 2; 0 | 0 oO 
300 Infective enteritis or | | | | | | | 
diarrhoea under | | | | 
= 200 \ Influenza... ..; 5} 1) Of OF 19 O 2 
Measles... | Of O 0 0 oO} 
Meningococcal in- | | 
Pneumonia | 37, 16| to] 523, 40, 15) 23, 7 
Poliomyelitis, acute | 2; | 0; 
Scarlet fever... | 0 | | of © 
espiratory . } | | - 
2 Whooping-cough | 0) 0; 0 0 oO 0 
stillbirths) | 9,256, 765, $42) 142) 159] 10,111) 801/ 554, 127, 161 
z LIVE BIRTHS . | 14,905|1248| 1022, 254) 468 | 14,973 1279/1033, 284, 344 


STILLBIRTHS..| 277) 20 34 | 26; 22; | 


* Measles not notifiabie in Scotland, whence returns are approximate. 
+ Includes primary and influenzal pneumonia. 
§ Includes puerperal pyrexia. 


1961 
WEEKS 


Nov. 11, 1961 


MEDICAL NEWS 


1299 


Britisu 
MEDICAL JOURNAL 


Medical News 


Oxford Honours Dr. Robert F. Loeb 
Dr. Ropert F. Loes received the honorary degree of 
Doctor of Science at Oxford University on November 4. 
Dr. Loeb. who has been a Foreign Corresponding Member 
of the B.M.A. since 1957, is a vice-president of the 
Board of Trustees’ of 
the Rockefeller Institute and 
Bard professor of medicine 
emeritus at Columbia Uni- 
versity, New York. Born 
in 1895, he graduated in 
medicine at Harvard Uni- 
versity. He moved later to 
New York, teaching at 
Columbia University and 
holding the appointment of 
director of medical services 
at the Presbyterian Hospital. 
His work on the metabolism 
of sodium and potassium and 
on the treatment of Addi- 
son’s disease has won him 
“international renown, Dr. 
Loeb has been in Oxford for some months, temporarily 
taking the place of Sir GEORGE PICKERING, Regius Professor 
of Medicine, who has been on a visit to the United States. 


Human Beings in Hospital 

Speaking on November 2 at the conference arranged by 
the Royal College of Nursing on “ The Hospital Patient— 
Person or Case?” the Minister of Health, Mr. ENocH 
PowELL, said that the relations of the hospital service with 
the patient as a human being were of the most urgent con- 
cern. He thought that two reports issued this year—on the 
in-patient’s day and on human relations in obstetrics—would 
have lasting effects.. The problem of noise in hospital had 
a moral as well as a physical aspect, for the patient might 
infer from the continuance of noise that the hospital did 
not regard him as a sentient being who would be afflicted 
by it. The question of visiting-hours was another well-worn 
topic, but he was convinced that far more loosening of old 
traditions was required. The process of keeping the hospital 
en rapport with the sentient and anxious patient should start 
before he entered hospital and continue for the whole time 
he was there as..well as after he had left hospital. 


Royal College of Physicians 

At a Quarterly Comitia of the College held on October 
26, with the President, Sir RoBERT PLATT, Bt., in the chair, 
Dr. D. Evan Bedford, Sir George Pickering, Dr. J. B. 
Harman, Dr. Helen Dimsdale, and Dr. A. G. W. Whitfield 
were elected Councillors of the College. Dr. C. Newman 
was re-elected College representative on the Committee of 
Management. Dr. H. L. Wilson was reappointed as College 
representative on the National Association for Mental 
Health. Lord Cohen was reappointed as College repre- 
sentative on the Court of the University of Liverpool. Dr. 
A. Meiklejohn was appointed Milroy Lecturer for 1963. 
His subject will be “Successful Prevention of Pneumo- 
coniosis and Lead Poisoning in Certain Processes in Pottery 
Manufacture.” 


Hypertension and Coronary Disease 

The Chelmsford Medical Society and the Mid-Essex 
Division of the B.M.A. held a highly successful symposium 
on hypertension and coronary artery disease at Chelmsford 
on October 28-29. The meeting was oversubscribed, 150 
doctors applying for the 120 places available. The visiting 
speakers included Professor J. C. MCCLURE BROWNE, Pro- 
fessor J. MCMICHAEL, Professor J. N. Morris, and Professor 
W. S. Peart. and the sessions were held at Broomfield 
Hospital. The symposium has been recorded by Drs. JoHN 


and VALERIE GRAVES for the Medical Recording Service of 
the College of General Practitioners, and the Ciba Foun- 
dation is publishing the Proceedings. 


Birmingham Institute of Child Health 

The Annual Report of the Council of the Institute of 
Child Health, University of Birmingham, states that the 
Institute’s new building is now in occupation. The Institute 
was founded in 1945 by Professor Sir Leonard Parsons with 
the University’s approval and financial help from Birming- 
ham City Council. In an article published in the British 
Medical Journal in 1951 (May 19, p. 1137). after his death, 
Sir Leonard wrote that when the Institute could be built it 
was hoped to erect it near the Children’s Hospital, and it 
would become a headquarters of preventive paediatrics as 
the hospital was the headquarters of curative paediatrics. 
A capital grant of £40,000 from the Nuffield Provincial 
Hospitals Trust and a grant of nearly £20,000 from the 
University Grants Committee for equipment and furnishing 
have enabled this hope to be fulfilled. Annual contributions 
are being made by Birmingham City Council (£3,750), the 
Board of Governors of the United Birmingham Hospitals 
(£1.500 in 1961-2 and £2,500 thereafter), the Faculty of 
Medicine in the University (£2.000 for 2 research assistant 
and technician), and the Birmingham Regional Hospital 
Board (£500). Messrs. H. J. Heinz Company Ltd. have 
covenanted £250 a year for seven years. 

The building contains a good conference room, a library, 
offices, a room for a lecturer, laboratories, and rooms for 
chromatography and photography. Professor D. V. HUBBLE, 
Director of the Institute, writes in the report that not all its 
activities can be foreseen as yet, but, in conjunction with the 
College of General Practitioners, a survey of epilepsy in 
children under the age of 5 has been initiated. Research 
on infantile spasms is being continued and other researches 
include a_ study of pyridoxine-dependent convulsions 
investigated by the tryptophan load test, an inquiry 
into convulsions precipitated by watching television, and 
investigations into blood lipoproteins in diabetes. The 
genetic and chromosomal aspects of mental deficiency is to 
be a major interest and work on a growth hormone assay 
has begun. 


_Society of Clinical Psychiatrists 


The former Group for Representation of the Views of 
Clinical Psychiatrists will be known as the Society of 
Clinical Psychiatrists, and its constitution has been amended 
to make medical superintendents and directors eligible for 
membership. The officers are Dr. J. J. HUTCHINSON 
(Chairman); Dr. M. F. BETHELL (treasurer); and Dr. 
B. M. C. (honorary Shenley Hospital, 
near St. Albans, Herts. 

Anthrax on Animal Hair 

From November 7 it will be possible to import without 
disinfection two types of yarn whose import is at present 
prohibited owing to the risk of anthrax. These are cash- 
mere yarns which have been bleached and dried and mohair 
yarns. But satisfactory arrangements have yet to be agreed 
between the Minister of Labour arid industry. Japanese 
shaving-brushes not made of animal hair may be imported, 
though the present ban on those made of animal hair 
continues. Anthrax Prevention (Goat Hair and Shaving 
Brushes) Order, 1961. 

Medical Assistant Editor 

The Council of the B.M.A. is inviting applications for a 
post of medical assistant editor on the staff of the British 
Medical Journal. Details are given on advertisement 
page 50. 

Change of Address 

The Medical Sickness Annuity and Life Assurance Society 
Limited has moved from 3 Cavendish Square, London W.1, 
to larger premises at 7-10 Chandos Street, Cavendish Square, 
London W.t (MUSeum 1686). 

Chair of Military Medicine 

The Royal College of Physicians of London has agreed 
to associate itself with the Chair of Military Medicine at the 
Royal Army Medical College, Millbank, London S.W.1. 
The College of Physicians will act in an advisory capacity 
with regard to appointments to the Chair and also with 
regard to the encouragement of research in clinical medicine 
in the Army. 
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COMING EVENTS 


University of Cambridge School of Clinical Research and 
Postgraduate Medical Teaching.—Clinical and pathological 
meetings: November 17. 4.30 p.m., Department of 
Pathology, registrars will present cases; December 1, 4.30 
p.m., Postgraduate Lecture Room, Addenbrooke's Hospital, 
Professor FRANK FENNER, “Genetic Interactions between 
Poxviruses”; December 8, 4.30 p.m., Department of 
Pathology, registrars will present cases. Open to University 
and hospital medical and scientific staffs and any other 
medical practitioners. 


University of Cambridge School of Clinical Research and 
Postgraduate Medical Teaching—Week-end course in 
dermatology, “ Practical Problems of Schoolchild, Worker, 
and Pensioner,” December 1-3, Postgraduate Lecture 
Theatre, Addenbrooke’s Hospital. Open without fee to 
general practitioners eligible for grant under the Ministry 
of Health Postgraduate Scheme. Fee for others, £2 2s. 
Applications to the Secretary, Cambridge University Medical 
School, Tennis Court Road, Cambridge, not later than 
November 25. 


Irish Otolaryngological Society, First Sir William Wilde 
Memorial Lecture.—Mr. TERENCE CAWTHORNE, “ Tracheo- 
stomy, Yesterday and To-day,” November 17, Belfast. 


Bradshaw Lecture, Royal Coliege of Physicians.—Dr. 
SHEILA P. V. SHERLOCK, “ Jaundice,” November 23, 5 p.m. 
See advertisement p. 69. 


Chest and Heart Association.—Health conference for 
executives, November 30, 10 a.m., Connaught Rooms, 
‘Great Queen Street, London W.C.2. 


Kettle Memorial Lecture.—Professor A. POoLicarD, “A 
‘Conflict of Living Matter with the Mineral World: the 
Pneumoconioses,” December 1, 5 p.m., Wolfson Institute, 
Postgraduate Medical School, Ducane Road, London. 


Association of Surgeons of West Africa.—Meeting, Accra, 
January 9-13. Fellows of Association of Surgeons of Great 
Britain and Ireland invited to attend. Those interested 
‘should write to Mr. V. A. Nou, Secretary, Association of 
Surgeons of West Africa, c/o University College Hospital, 
Ibadan, Nigeria. 


Ambroise Paré Surgical Club—The Ambroise Paré 
Surgical Club has been invited to attend the annual meeting 
of the Association of Surgeons of the West, Indies, in 
Jamaica, on January 26, 1962. On the way to Jamaica the 
Ambroise Paré Club will visit the surgical clinics in Houston 
and New Orleans. spending a few days at each place. The 
number travelling to this meeting will be limited. Further 
particulars may be obtained from Mr. Maurice LEE, 7 
Wimpole Street, London W.1. 


SOCIETIES AND LECTURES 


A fee is charged or a ticket is required for attending lectures marked @. 
Application should be made first to the institution concerned 


‘Monday, November 13 

@insiiture oF Ussterrics GYNAECOLOGY.—At Chelsea Hospital for 
Women, (1) 11 a.m., discussion: Infertility. Guest Speakers: Mr. 
T. E. C. Barns and Miss J. A. Moore. (2) 3 p.m., discussion: Pelvic 
Tuberculosis. Guest speakers: Mr. W. Mills and Mr. Linton Snaith. 

LONDON UNIVERSIIY.—At London School of Hygiene and Tropical Medi- 
cine, 5.30 p.m., Heath Clark Lecture by Professor A. V. Neale: 
Advancement of Child Health—(1) Child Health—Past and Present. 

POSTGRADUATE MEDICAL SCHOOL OF LONDON.—4 p.m., Dr. Brian Ackner: 
Diaenosi: of Orearic Mental Syndromes. 

Tuesday, November 14 

ASSOCIATION OF ANAESTHETISTS OF EDINBURGH.—At Royal College of 
Surgeons of Edinburgh, 7.45 for 8 p.m., Presidential Address by Dr. 
J. Straton. 

BRITISH POSTGRADUATE MEDICAL FEDERATION.—At London School of 
Hygiene and Tropical Medicine, 5.30 p.m., Professor G. V. R. Born: 
Blood Platelets. 

INSTITUTE OF DeRMATOLOGY.—5.30 p.m., Dr. K. V..Sanderson: Abnormali- 
ties of Hair Growth. 

MANCHESTER MEvicaL SOCIETY: SECTION OF SURGERY.—At Clinical Sciences 

Building, York Place, 7.30 for 8 p.m., Mr. E. Vernon: Experiences in 
Gastric Replacement by Colon; Mr. D. Aiken: Treatment of Angiomata. 

Royat ARMY MEDICAL COLLEGE.—5 p.m., Mr. C. Tanner: Post- 
gastreclomy Symptoms. 

St. Mary’s HosvitaL Mepicat ScHoot.—S p.m., Dr. W. Wallace Park: 
Chorioncarcinoma. 

-SOCIETY OF MEDICAL OFFICERS OF HEALTH: HOME COUNTIES BRANCH.—At 
No. 2 Committee Room, Town Hall, Ealing, W., 2.30 p.m., Dr. A. D. 
Macrae: Poliomyelitis Oral Vaccine (illustrated). 


UNIVERSITY COLLEGE LONDON.—At Anatomy Theatre, Gower Street, W.C., 
5.30 p.m., Inaugural Lecture by Professor H. O. Schild: Adventures 
with Histamine. 

West En» Hosprtat ror NEUROLOGY AND NEUROSURGERY.—5.30 p.m., Mr. 
G. C. Knight: Surgical Treaument of Mental IlIness. 

Wednesday, November 15 

BikMinGHAM MEbICAL INSTITUTE: MIDLAND MEDICAL Socrety SECTION.— 
—At Queen Elizabeth Hospital, 8.30 p.m., clinical meeting. 

CAMBRIDGE MEDICAL Society.—At Postgraduate Lecture Room, Adden- 
brooke’s Hospital, 8.30 p.m., Dr. S. H. Pritchard: Philately and Physic. 

Epowarke Generat HospitaL.—8.30 p.m., Dr. A. M. Dawson: Malabsorp- 
tion Syndrome. 

HARVEIAN Society OF LONDON.—At 11 Chandos Street, W., 8.15 p.m., Dr. 
A. D. Morris: James Parkinson and his Essay on the Shaking Palsy ; 
Dr. J. Aldren Turner: Medical Aspects of Parkinsonism; Mr. P. H. 
Schurr: Surgical Aspects of Parkinsonism. 

INSTITUTE OF DeRMATOLOGY.—S5.30 p.m., Dr. H. Haber: Histology— 
Precancerous Conditions and Squamous Cell Epithelioma. 

INSTITUTE OF DISEASES OF THE CHEST.—5S p.m., Dr. J. G. Scadding: 
Diagnosis of Pulmonary Sarcoidosis. 

INSTITUTE OF UROLOGY.—4,30 for 5 p.m., Mr. D. E. H. Phillips: Carcinoma 
of the Prostate. 

LONDON UNIvVERSITY.—At London School of Hygiene and _ Tropical 
Medicine, 5.30 p.m., Heath Clark Lecture by Professor A. V. Neale: 
Advancement of Child Health—(2) Human Reproduction—Hi-torical and 
Biological Considerations ; Maternal Health and Foetal Welfare; Peri- 
natal and Neonatal Health. 

POSTGRADUATE MEDICAL SCHOOL OF LONDON.—2 p.m., Professor N. H. 
Martin: Chemical Pathology of y Globulin. 

Free Hospitat. Gray’s Inn Road, London W.C.—5.15 p.m., Dr. 
J. F. Goodwin: Septal Defects. 

INSTIMUTE OF PUBLIC HEALTH AND HYGIENE.—3.30 p.m., Dr. 
K. O. A. Vickery: Problems of Health in a Holiday Resort (illustrated). 

MEDICO-PsyCHoLOGICaL ASsocIATION.—At Royal Society of Medi- 
cine, 2.15 p.m., 36th Maudsley Lecture by Professor J. Z. Young, 
F.R.S.: Memory Mechanisms of the Brain. 

Society FoR aND DENTAL Hypnosis.—At Royal Society of 
cal Medicine and Hygiene, 7.45 p.m., Dr. S. D. Perchard: Hypnosis in 
Obstetrics and Gvnaecology. 

Thursday, November 16 

BrisroL UNivexsity. DE&vARTMENT OF PSYCHIATRY.—At Large Physics 
Theatre, Royal Fort, 8.30 p.m., Professor G. R. Hargreaves: 

Focus of Psychiatry. 

BRITISH POSTGRADUATE MEDICAL FEDERATION.—At London School of 
Hygiene and Tropical Medicine, 5.30 p.m., Professor P. M. Daniel: 
Pituitary Gland and its Blood Supply. 


Brook GENERAL HOSPITAL.—5.45 p.m., Dr. F. J. Prime: Airway 
Obstruction. 
LIVERPOOL MEDICAL INSTITUTION.—At Surgery Theatre, Old Medical 


School, Liverpool University, 
by Professor D. V. H 
MANCHESTER 


5.15 p.m., History of Medicine Lecture 
ubbie:_ Samuel Johnson in Iliness and Death. 
MepicaL Society: SECTION OF ANAESTHETICS.—At Staff 
House, Manchester University, 8 p.m., Dr. A. Fraser: Clinician 
or Technician ? 

NUFFIELD O8THOPAEDIC CENTRE.—At Wingfield-Morris Orthopaedic Hos- 
pital, Oxford, 8.30 p.m., Dr. C. H. G. Price: Osteogenic Sarcoma and 
Allied Lesions of the Skeleton. 

Royvat Society OF MFDICINE AND HYGIENE.—At London 
School of Hygiene and Tropical Medicine, 7.30 p.m., laboratory meeting. 
Demonstrations. 

St. ANDREWS UNIVERSITY.—At Physiology Department Lecture Theatre, 
Queen’s College, Dundee, 5 p.m., Dr. John Marshall: Current Concepts 
in the Causation and Management of Cerebrovascular Di 4 

St. Georce’s HospiraL Mepicat SCHOOL.—S.15 p.m., Dr. J. Hamilton 
Paterson: postgraduate demonstration in neurology. 

Society OF CLINICAL PsyYCHIATRISTS.—At Rygate Room, Tavistock House 
North (4th Floor), Tavistock Square, London W.C., 5.30 p.m., committee 
meeting. 

Friday, November 17 

BRittnd TUBERCULOSIS ASSOCIATION.—At 26 Portland Place, London W., 
5 p.m., Presidenual Address by Dr. Hugh Ramxay: Integration ; 
5.30 p.m., Dr. Angela Lehane: Report on a Trial of Corticotrophin and 
Prednisone with Chemotherapy in Pulmonary Tuberculusis; 5.50 p.m., 
Dr. J. G. Scadding: Indications for Corticosteroid Therapy in Pulmonary 
Tuberculosis ; 6 p.m., Dr. W. J. Tindall: Pharmacological Considerations 
Relative to A.C.T.H. and Substitution Therapy : 6.10 p.m., Dr. J. D. N 
Nabarro: Side-effects of Long-term Steroid Therapy. 

FACULTY OF RADIOLOGISTs.—At Royal College of Surgeons of England, 


4.30 p.m., Skinner Lecture by Dr. Frank Ellis: Bladder Neoplasms: The 
Challenge to the Radiotherapist. 


INSTITUTE OF DISEASES OF THE CHEST.—S p.m., Dr. J. Smart: clinical 
demonstration. 
Kino’s COLLEGE Hospitat MEDICAL SCHOOL.—4.30 p.m., 14th Thomas 


Percy Legg Memorial Lecture by Sir Charles Illingworth: Clinical 
Applications of the Experimental Pressure Chamber. 
PLymMouTH MEpicat Sociery.—At North Friary House, 8.30 p.m., joint 


manne with Plymouth Division, B.M.A. Dr. Maurice Partridge: Drug 
Addiction. 
POSTGRADUATE MEDICAL SCHOOL OF LONDON.—{1) 10 a.m., Mr. D. R. 


Davies: Hyperparathyroidiwm. (2) 4 p.m., Professor A. Melville Arnott: 
Management of Acute Mywcardial Intarction. 
Royat STaristicaL Society.—At London School of Hygiene and Tropical 
Perey 4.45 for 5.15 p.m., Mr. F. D. K. Liddell: Coalminers’ 
worbidity. 


BIRTHS, MARRIAGES, AND DEATHS 


BIRTHS 
Castle.—On September 26, 1961, at Sydney, Australia, to Joan (formerly 
Ingham) M.R.C.P., D.C.H., and John Castle, F.R.C.S. F.R.A.CS., a 
sister for Graham and Lynne—Anne Lucille. 
Guest.—At Dar es Salaam. Tanganyika, Kenya, to Dr. and Mrs. J. Guest, 
a daughter—Margaret Elizabeth. 


DEATHS 
hamson.—On October 29, 1961, Leones Abrahamson, M.D., 
F.R.C.P.. of 138 Merrion Road, Ballsbridge. Dublin, aged 65. 
Alexander.—On October 23. 1961, at: Glendale, South Park, Sevenoaks, 
Kent, James Finlay Alexander, M.D., aged 85. 
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Any Questions ? 


We publish below a selection of those questions and 
answers which seem of general interest. It is regretted 
that it is not possible to supply answers to all questions 
submitted. 


Malignant Melanoma 


Q.—What is the generally accepted method of treatment 
for a malignant melanoma situated on the back of the leg 
approximately half-way between the knee and the ankle? 


A.—The generally accepted method of treatment for a 
malignant melanoma on the back of the leg is very wide 
excision and skin graft. The removal of large tracts of skin 
between the site of the primary growth and the regional 
lymph nodes is considered completely out of date and is 
not advocated. There is a difference of opinion as regards 
the prophylactic dissection of regional lymph nodes ; some 
authorities advocate it, others prefer a waiting policy (this 
applies to popliteal and inguinal nodes). Additional chemo- 
therapy before and during the operation is practised more 
and more. A recent annotation in the Journal should be 


consulted. 
REFERENCE 


1 Brit. med. J., 1961, 2, 297. 


Corticosteroids in Epidermolysis Bullosa 


Q.—What regime of corticosteroid treatment would be 
suitable for a case of epidermolysis bullosa in a boy aged 5? 


A.—Corticosteroid therapy should be reserved for cases 
of dystrophic epidermolysis bullosa unless the simple variety 
is producing severe disablement by preventing the patient 
from walking. The aim of treatment should be to suppress 
blistering almost completely so as to prevent severe scarring, 
particularly of the mucosae, palms, and soles, where 
syndactyly and other severe deformities may be produced. 


It is clear that each individual patient may require a different - 


dose, which can only be determined empirically. 
Triamcinolone would seem to be the most satisfactory 
steroid to use since it is better absorbed by children, but 
cortisone is also effective though in relatively higher doses 
than triamcinolone. The initial dose required to suppress 
blistering may be as high as 300 mg. of cortisone (or 
equivalent in the other steroids), but a much lower dosage 
of triamcinolone may be equally effective. The initial 
suppressive dose should be maintained for a week or a 
fortnight in severe cases and a shorter period in mild cases, 
and gradually reduced until a maintenance dose is reached. 
This should always be low enough to permit a few blisters 
to be produced, otherwise the physician will have no index 
of clinical activity to regulate the dosage. The maintenance 
dose is usually quite small (2-7 mg. of triamcinolone a day, 
or 25 mg. or so of cortisone). Many cases exhibit a cyclical 
activity in blister production, so that the dose can be 
reduced or even omitted during periods of remission. A 
slight increase in the maintenance dose may be necessary 
during prolonged warm spells or if the child lives in a 
tropical climate. Treatment may have to be continued 
indefinitely. but most cases of epidermolysis bullosa tend to 
improve spontaneously after puberty. 


Artificial Insemination of Oligospermic Semen 


Q.—Is artificial insemination by the husband applicable 
in cases of oligospermia? I assume that some kind of 
concentration technique would be needed to make it 
effective, or is it possible that accurate placement of what 
few sperm are available might increase the chances of a 
pregnancy ? 

.—It is my opinion that artificial insemination (husband) 
is of little or no value in oligospermia. Others, I know, 
hold a contrary view, but I am unaware of any evidence in 


justification. Concentration of spermatozoa can be achieved 
by centrifugation, but human spermatozoa—especially in 
oligospermic semen—stand up poorly to this procedure. 
Its use cannot, therefore, be recommended. 


Prophylactic Adrenaline for Anaphylaxis 


Q.—Would 0.5 ml. adrenaline 1 in 1,000 given subcutane- 
ously half an hour before an injection of antitetanus serum 
be effective in preventing an anaphylactic reaction in 
susceptible individuals? Would this be a safer and more 
preferable method than giving a “test dose” ? 


A.—A person can either be sensitized to an A.TS. 
injection, when the serum type reaction with urticaria comes 
on in about 10 days, or he may already be sensitive to 
horse serum. Sensitivity is particularly apt to occur in 
patients who have an atopic constitution with eczema and 
asthma. In those who are sensitive to horse scurf there is 
about a 50% chance that sensitivity to horse serum is also 
present. There is no standardized method of giving a test 
dose, and quite often as much as 0.1 ml. of undiluted A.T.S. 
is given. A test dose of this size can cause a generalized 
reaction and even death. 0.5 ml. of adrenaline 1 in 1,000 
given half an hour before an A.T.S. injection will itself 
cause its own side-effects in many people and would not 
prevent the severe side-effects of an anaphylactic reaction. 
It is to be hoped that the need to give A.T.S. will become 
less and less common as immunization against tetanus 
becomes more common. Tetanus toxoid gives very effective 
protection and only very rarely causes any allergic reaction. 


Schamberg’s Disease 
Q.—What is the cause of Schamberg’s disease and what 
is the treatment and prognosis ? 


A.—Schamberg described as a “ progressive pigmentary 
dermatosis ” an infection starting on the lower legs in young 
males. It is characterized by bright red punctae and brown 
macules left as the red spots resolve. The affection extends 
up the limb and may partially clear, but stains tend to 
persist over the year. There is no treatment and the cause 
is unknown. Histologically there is an excess of coiled, 
tortuous capillaries stuffed with red cells, there is some little 
round-cell infiltration, and haemosiderin in the dermis. 

The picture may accompany chronic vascular disease as 
venous insufficiency with stasis, all types of vasculitis, 
including those accompanying collagen disease, blood 
dyscrasias, disturbances of serum proteins, nutritional 
deficiencies, and probably other ills. It is important to try 
to exclude such possible causes of this clinical picture. 


Faint or Anaphylaxis ? 
Q.—How can a vaso-vagal type of collapse after an 
injection of, say, penicillin be distinguished from 
anaphylactic shock requiring immediate adrenaline 


‘injection ? 


A.—It seems very likely that the relatively harmless vaso- 
vagal attack and the potentially lethal anaphylactic attack 
start in the same physiological manner. In both there is a 
direct effect on the heart causing a low blood-pressure and 
slow rate. In a vaso-vagal attack following an injection the 
old-fashioned smelling-salts or pooling the blood to the 
head will quickly bring the patient back to full consciousness. 
These remedies are of no use in anaphylactic shock. The 
patient at the beginning of such an attack is suddenly very 
frightened and may convey his alarm to the doctor, in 
contrast to the fainting patient who suddenly crashes to the 
floor. Respirations in a faint are slow and often deep and 
sighing, while in the anaphylactic attack they are rapid and 
shallow. The patient feels the skin burning hot and then 
urticaria begins. The patient may be unconscious in a 
minute from the injection and dead within two minutes. 
Perhaps anaphylactic death is a wrong term to use in such 
a patient, because the lungs are quite normal and therefore 
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quite unlike anaphylactic guinea-pig lungs. If the patient, 
as commonly happens, has symptoms lasting for more 
than three minutes after an injection, generalized urticaria, 
abdominal pain. possibly incontinence, and laryngeal oedema 
with wheezy respiration occur. Adrenaline shou:d be given 
immediately. Hydrocortisone is also supposed to be “ life- 
saving” in these circumstances, but such a statement is 
easier to write than prove. 


REFERENCE 
1 Frankland, A. W., Rev. argent. Alergia, 1958, 5, 225. 


Ganglion of the Wrist 


Q.—A girl pianist has had a dorsal ganglion on the right 
wrist for some years. Recently it has enlarged and become 
painful, interfering with her playing. What are the most 
modern ideas on the treatment and prognosis of this 
condition ? 

A.—If there is a large dorsal ganglion which is really 
interfering with piano playing the cure is reasonably certain 
if adequate surgery is undertaken. By this is meant that 
the operation should be done under general anaesthetic with 
tourniquet and the neck of the ganglion excised to the dorsal 
capsule of the joint. Recurrences are most commonly due 
to failure to excise the ganglion in toto. Recurrence after 
this is rare. Pain in the wrist is not uncommonly seen in 
pianists and there must be undoubted evidence of a cystic 
swelling before making the diagnosis. 


Hard Water and Constipation 

Q.—Is there any reliable evidence that hard water is a 
cause of constipation ? 

A.—Hardness in water is due to the bicarbonates of 
calcium and magnesium and to the chlorides or sulphates of 
the same metals. Although it is possible to distinguish 
between hard and soft water quite easily, the actual 
quantities of minerals present even in very hard water are 
remarkably small. Thus, analysis of deep well water— 
about the hardest that can be found—shows only 25 parts 
per 100.000. Supposing all these salts were calcium deriva- 
tives it would be necessary to drink over 7 pints (4 litres) 
of water a day in order to get 1 g. (15 grains) of a calcium 
salt, In practice some of this material would be left behind 
in the kettle after boiling and in addition the patient would 
receive some magnesium sulphate, which is, of course, a 
purgative. 


Early Ambulation and Uterine Involution 


Q.—Is involution of the uterus encouraged by a period of 
rest after labour, or is it true to say that in normal cases 
involution is a physiological process which will take place 
irrespective of the mother’s activities after confinement, and 
that she could without harm get about her work more 
quickly than is customary ? 


A.—It is possible only to guess the answer to this question 
since controlled observations on involution of the uterus 
are impracticable, How is involution to be measured ? 
Changes in fundal height are unreliable because of unavoid- 
able experimental errors, The amount and duration of the 
lochial discharge vary widely from one woman to another. 
Theoretical considerations lead to the conclusion that 
involution is fostered by a good circulation in the pelvis and 
by good drainage of the uterine cavity. Involution is not 
helped, and may even be hindered, by ergot preparations, 
because they impede the circulation.’ It therefore seems 
likely that early ambulation and a quick return to reasonable 
activities after labour may, by favouring uterine drainage 
and promoting a good pelvic circulation, assist rather than 
retard involution. Certainly there is no evidence to show 
that early ambulation affects involution adversely, and this 
is true for supporting ligaments as well as for the uterus 
itself. So uterine prolapse, which it was once thought would 


be encouraged by early resumption of the erect posture and 
of physical activity, is no more likely to occur if early 
ambulation is practised. Some would argue that it is less 
likely, but I know of no statistical evidence to prove or 
disprove this view. 

REFERENCE 
1 Moir, C., and Russell, C. S., J. Obstet. Gynaec. Brit. Emp., 1943, 50, 94. 


NOTES AND COMMENTS 


Canteen Slices.—Professor J. YUDKIN (London W.8) writes: 
The answer to the question about canteen slices (‘“ Any 
Questions ?”” October 14, p. 1035) makes the statement that 
the amounts of vitamin B, and C in meat “ are not large.” This 
is certainly true in regard to vitamin C, since meat contains 
none of this vitamin at all. It is not true in regard to vitamin 
B,, for some meats—notably pork and ham—are quite rich 
sources. A portion of 2 ounces (56 g.) will supply about one- 
third of the total daily needs. 


Our Expert replies: Professor Yudkin, of course, is substan- 
tially correct in his comments. In the original reply to this 
question no attempt was made to discuss the relative vitamin 
contents of various kinds of meat nor to supply precise informa- 
tion about the losses caused by reheating the slices. Probably 
most meats contain about 2 mg. of vitamin C per 100 g., but 
these traces are entered as zero in food tables. Pork and ham 
are well known to be much richer than beef and mutton in 
vitamin B,. This fact would have been relevant to the answer, 
however, only if used to support a recommendation that the 
reheating of slices should be approved for beef and mutton, 
which have only small amounts of vitamin B, exposed to further 
risk of destruction, but not for pork and ham. Actually the 
reheating of meat slices of all kinds, either rich or low in 
vitamin B,, was held to be undesirable. Of the three reasons for 
this view loss of palatability would seem to be more important 
than the reduction in nutritive value, while the danger of food 
poisoning seems to depend on the standard of food hygiene 
maintained by the catering officer. 


Subacute Combined Degeneration in the Elderly.—Dr. B. J. 
Boucueé (London S.W.19) writes: I was not a little puzzled when 
I read the last two lines of your expert’s reply to the question 


about subacute combined degeneration in the elderly 
(“ Any Questions?" October 14, p. 1036), which I now 
quote: “. pernicious anaemia is the only common cause of 


avitaminosis B,, after age 75.” Is the sequence not the other 
way—i.e., avitaminosis B,, is the common cause of pernicious 
anaemia 2? Or perhaps one should more correctly substitute 
“result” for “cause” in this quotation. When experts falter 
or flounder what of the very worried G.P. ? 


Our Expert replies: The pathognomonic feature of pernicious 
anaemia is loss of ability to secrete intrinsic factor, which in turn 
leads to inability to absorb vitamin B,,. One can therefore 
speak of pernicious anagmia as the cause of avitaminosis B,,. 
Other causes are deficient diet and intestinal malabsorption, but 
they are much less frequent than pernicious anaemia. 


Collected Articles from the “ British Medical Journal ” 


The following books are available through booksellers or 
from the Publishing Manager, B.M.A. House. Prices, which 
include postage, are now the same for both inland and overseas. 


Drugs in the Treatment of Disease (36s. 9d.). 
Refresher Course for General Practitioners, Volume 3 (26s. 9d.). 
Any Questions ?, Volume 3 (8s. 3d.). 
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